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TITLE OF THE INVENTION 

N-SUBSTTTUTED HYDROXYPYRIMTOINONE CARBOXAMIDE INHIBITORS 
OF HIV INTEGRASE 

5 FIELD OF THE INVENTION 

The present invention is directed to N-substituted 5-hydroxy-6-oxo- 
1,6-dihydropyrimidine-^^aiboxamides and pharmaceutical^ acceptable salts thereof, 
their synthesis, and their use as inhibitors of the HIV integrase enzyme. The 
compounds and pharmaceutical^ acceptable salts thereof of the present invention are 
10 useful for preventing or treating infection by HIV and for treating or delaying the 
onset of AIDS. 

BACKGROUND OF THE INVENTION 

A retrovirus designated human immunodeficiency virus (HIV) is 

15 the etiological agent of the complex disease that includes progressive destruction • 
of the immune system (acquired immune deficiency syndrome; AIDS) and 
degeneration of the central and peripheral nervous system. This vims was 
previously known as LAV, HTLV-IH, or ARV. A common feature of retrovirus 
replication is the insertion by virally-encoded Integrase of proviral DNA into the 

20 host cell genome, a required step in HIV replication in human T-lymphoid and 
monocytoid cells. Integration is believed to be mediated by integrase in three 
steps: assembly of a stable nucleoprotein complex with viral DNA sequences; 
cleavage of two nucleotides from the 3' termini of the linear proviral DNA; 
covalent joining of the recessed 3' OH termini of the proviral DNA at a staggered 

25 cut made at the host target site. The fourth step in the process, repair synthesis of 
the resultant gap, may be accomplished by cellular enzymes. 

Nucleotide sequencing of HTV shows the presence of a pol gene in 
one open reading frame [Ratner, L et al., Nature, 313, 277(1985)]. Amino acid 
sequence homology provides evidence that the pol sequence encodes reverse 

30 transcriptase, integrase and an HIV protease [Toh, EL et aL, EMBO J. 4, 1267 
(1985); Power, MD. et al., Science, 231, 1567 (1986); Pearl, LH. et al., Nature, 
329, 351 (1987)]. All three enzymes have been shown to be essential for the 
replication of HIV. 

It is known that some antiviral compounds which act as inhibitors 

35 of HIV replication are effective agents in the treatment of AIDS and similar 

-1- 



WO 03/035077 PCT/GB02/04753 



diseases, including reverse transcriptase inhibitors such as azidothymidine (AZT) 
and efavirenz and protease inhbitors such as indinavir and nelfinavir. The 
compounds of this invention are inhibitors of HIV integrase and inhibitors of HIV 
replication. The inhibition of integrase in vitro and HCV replication in cells is a 
5 direct result of inhibiting the strand transfer reaction catalyzed by the recombinant 
integrase in vitro in HTV infected cells. The particular advantage of the present 
invention is higjhly specific inhibition of HIV integrase and HIV replication. 

i' 

SUMMARY OF THE INVENTION 

10 Hie present invention is directed to novel hydroxypyrimidinone 

carboxamides. These compounds are useful in the inhibition of HIV integrase, the 
prevention of infection by HIV, the treatment of infection by HTV and in the 
prevention, treatment, and delay in the onset of AIDS and/or ARC, .either as 
compounds or their pharmaceutically acceptable salts or hydrates (when appropriate), 

15 or as pharmaceutical composition ingredients, whether or not in combination with 
other HIV/AIDS antivirals, anti-infectives, immunomodulatory, antibiotics or 
vaccines. More particularly, the present invention includes a compound of Formula 

CD: 




20 wherein 



Rl is 

(1) -H, 

(2) -Cl-6 alkyl* which is optionally substituted with one or more 

25 substituents (e.g., optionally from 1 to 6, or 1 to 5, or 1 to 4, or 1 to 3, 

or 1 or 2 substituents; or is optionally mono-substituted) each of which 
is independendy halogen, -OH, -CN, -O-Q-6 alkyl, -O-Cl-6 
haloalkyl, -C(=0)R* -C02Ra -SR*. -S(=0)Ra, -N(RaRb), 
-C(=O)-C0-6 alkyl-N(RaRb), N(R*)-C(=O>C0-6 alkyl-N(RbRC), 
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-S02Ra -N(Ra)S02Rb, -S02N(R a Rb), -N(Ra)-C(=0)Rb, 
NR b 

R C , or -N(R2)C(=0)C(=0)N(RaRb), 

(3) -Rk 

(4) -Ci-6 alkyl-Rk wherein: 

5 (i) the alkyl is optionally substituted with one or more 

substituents(e.g., optionally from 1 to 6, or 1 to 5, or 1 to 4, or 1 
to 3, or 1 or 2 substituents; or is optionally mono-substituted) 
each of which is independently halogen, -OH, -CN, -O-Ci-6 
alkyi, -O-Ci-6 haloalkyl, -N(RaRb), -N(Ra)C02R b , 

10 -N(Ra)C(=O)-C0-6 alkyl-N(RbRC), or -N(Ra>C2-6 alkyl-OH 

with the proviso that the -OH is not attached to the carbon 
alpha to N(Ra) ; and . . * 

(ii) the alkyl is optionally mono-substituted with -R s , -Cl-6 

alkyl-Rs, ~N(Ra>C(=0>Co-6 alkyl-Rs, -N(Ra)-Co-6 alkyl-Rs, 

15 -0-Co^alkyl-RMr-N(Ra^^ 

is , 

(a) aryl which is optionally substituted with one or 

more substituents (e.g., optionally from 1 to 5, or 1 to 4, or 1 to 
3, or 1 or 2 substituents; or is optionally mono-substituted) each 
20 of which is independently halogen, -OH, 7C1-6 alkyl, -Ci-6 

alkyl-ORa, -Cj-6 haloalkyl, -O-Ci-6 alkyl, -O-Ci-6 haloalkyl, 
methylenedioxy attached to two adjacent carbon atoms, or aryl; 

(b) a 4- to 8- membeied saturated heterocyclic ring 
containing from 1 to 4 heteroatoms independently selected 

25 from N,0 and S; wherein the saturated heterocyclic ring is 

optionally substituted with one or more substituents (e.g., 
optionally from 1 to 6, or 1 to 5, or 1 to 4, or 1 to 3, or 1 or 2 
substituents; or is optionally mono-substituted) each of which 
is independently halogen, -Ci~6 alkyl, -Cl-6 alkyl-ORa, -Ci-6 

30 haloalkyl, -O-Ci-6 alkyl, -O-Ci^ haloalkyl, -C(==0)R a , 

-C02R a , -C(=O)-C0-6 alkyl-N(RaRb), -S02Ra, oxo, aryl, or 
-Ci-6 alkyl-aryl; or 
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(c) a 5- to 7-membered heteroaromatic ring 
containing from 1 to 4 heteroatoms independently selected 
from N, O and S; wherein the heteroaromatic ring is optionally 
substituted with one or more substituents (e.g., optionally 1 to 
5 5, or 1 to 4, or 1 to 3, or lor 2 substituents; or is optionally 

mono-substituted) each of which is independently halogen, 
-Ci_6 alkyl, -Ci-£ alkyl-ORa, -Ci-6 haloalkyl, -O-Ci-6 alkyl, 
-O-Ci-6 haloalkyl, oxo, or aryl; 
(5) -Q)-6alkyl-O-C0^aIkyl-Rk 
10 (6) -Co^alkyl-5(0)n-Co_6alkyl-Rk, 

(7) -O-Ci-6 alkyl-ORk 

(8) -O-Ci-6 alkyl-O-Ci-6 alkyl-Rk 

(9) -O-Ci-6 alkyl-S(0)nRk, 

(10) -Co-6 aIkyl-N(Ra)_Rk 

15 (11) -Co^alkyl-N(Ra>Ci^alkyl-Rk 

(12) -Co^alkji-N(Ra>Ci^ alkyl-ORk, 

(13) -Q)-6alkyl-C(=0>Rk, 

(14) -Co-6aIkyl-C(==0)N(Ra)-Co^ a ikyi_Rk 

(15) -Co^aIkyl-N(Ra)C(^)-Co-6alkyl-Rk, 

20 (16) -Co-6 alkyl-N(Ra)C(=O)-O-C0_6 alkyl-Rk, or 

(17) -Co-6 alkyl-N(Ra)C(=0)C(=0)Rk; 

R2 is -Ci-6 alkyl which is optionally substituted with one or more substituents (e.g., 
optionally from 1 to 6, or 1 to 5, or 1 to 4, or 1 to 3, or 1 or 2 substituents; or is 
25 optionally mono-substituted) each of which is independently 





(1) 


halogen, 




(2) 


-OH, 




(3) 


-CN, 




(4) 


-O-Ci-6 alkyl, 


30 


(5) 


-O-Ci-6 haloalkyl, 




(6) 


-C(=0)Ra, 




(7) 


-C02Ra, 




(8) 


-SRa, 




(9) 


-S(=0)Ra 


35 


(10) 


-N(RaRb), 
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(11) -C(=0)N(RaRb), 

(12) -N(Ra)-C(=0)-Cl-6 alkyl-N(RbRc), 

(13) -S02R a , 

(14) -N(Ra)S02R b , 
5 (15) -S02N(RaRb), 

(16) -N(Ra)-C(Rb)=0, 

(17) -C3-8 cycloalkyl, 

(18) aryl, wherein the aryl is optionally substituted with one or more 

substituents (e.g., optionally from 1 to 5, or 1 to 4, or 1 to 3, or 1 or 
10 2 substituents; or is optionally mono-substituted) each of which is 

independently halogen, -Ci-6 alkyl, -Cl-6 haloalkyl, -O-Cl-6 
alkyl, -O-C1-6 haloalkyl, -Q)-6 alkyl-N(RaRb), or ~Ci-6 alkyl 
substituted with a 5- or 6-membered saturated heterocyclic ring 
containing from 1 to 4 heteroatoms independently selected from N, 
15 O and S ; 

wherein the saturated heterocyclic ring is optionally substituted 
with from 1 to 3 substituents each of which is independently -Ci-6 
alkyl, oxo, or a 5- or 6-membered heteroaromatic ring containing 
from 1 to 4 heteroatoms independently selected from N, O and S; 
20 or 

(19) a 5- to 8-membered monocyclic heterocycle which is saturated 

or unsaturated and contains from 1 to 4 heteroatoms independently 
selected from N, O and S; wherein the heterocycle is optionally 
substituted with one or more substituents (e.g., optionally from 1 to 
25 6, or 1 to 5, or 1 to 4, or 1 to 3, or 1 or 2 substituents; oris 

optionally mono-substituted) each of which is independently -Ci-6 
alkyl, -O-Cl-6 alkyl, oxo, phenyl, ornaphthyl; 

R3is-Hor-Ci-6aIkyl; 

30 

R4is 

(1) H, 

(2) Ci-6 alkyl which is optionally substituted with one or more 
substituents (e.g., optionally from 1 to 6, or 1 to 5, or 1 to 4, or 1 to 3, 
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or 1 or 2 substituents; or is optionally mono-substituted) each of which 
is independently halogen, -OH, O-Ci-6 alkyl, -O-Ci-6 haloalkyl, 
-N02, -N(R a Rb), -C(=0)Ra, -C02R* -SRa, -S(=0)Ra -S02R a , or 
-N(Ra)C02R b , 

5 (3) Ci-6 alkyl which is optionally substituted with one or more 

substituents (e.g., optionally from 1 to 6, or 1 to 5, or 1 to 4, or 1 to 3, 
or 1 or 2 substituents; or is optionally mono-substituted) each of which 
is independently halogen, -OH, or O-Ci-4 alkyl, and which is 

substituted with 1 or 2 substituents each of which is independently: 
10 CO C3-8 cycloalkyl, 

(ii) aiyl, 

(iii) a fused bicyclic carbocycle consisting of a benzene ring 
fused to a C5-7 cycloalkyl, 

(iv) a 5- or 6-membered saturated heterocyclic ring , 
15 containing from 1 to 4 heteroatoms independently 

selected from N, O and S, 

(v) a 5- or 6-membered heteroaromatic ring containing 
from 1 to 4 heteroatoms independently selected from N, 
O and S, or 

20 (vi) a 9- or 10-membered fused bicyclic heterocycle 

containing from 1 to 4 heteroatoms independently 
selected from N, O and S, wherein at least one of the 
rings is aromatic, 
(4) C2-5 alkynyl optionally substituted with aryl, 

25 (5) C3-8 cycloalkyl optionally substituted with aryl, 

(6) aryl, 

(7) a fused bicyclic caibocycle consisting of a benzene ring fused to a 
C5-7 cycloalkyl, 

(8) a 5- or 6-membered saturated heterocyclic ring containing from 1 to 4 
30 heteroatoms independently selected from N, O and S, 

(9) a 5- or 6-membeied heteroaromatic ring containing from 1 to 4 
heteroatoms independently selected from N, O and S, or 

(10) a 9- or 10-membered fused bicyclic heterocycle containing from 1 to 4 
heteroatoms independently selected from N, O and S, wherein at least 

35 one of the rings is aromatic; 
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wherein ' 

each aryl in (3)(ii) or the aryl (4), (5) or (6) or each fused 
carbocycle in (3)(iii) or the fused carbocycle in (7) is optionally 
substituted with one or more substituents (e.g., optionally from 1 to 5, 
5 or 1 to 4, pr 1 to 3, or 1 or 2 substituents; or is optionally mono- 

substituted) each of which is independently halogen, -OH, -Cl-6 alkyl, 
-Ci-6 alkyl-ORa, -Q-6 haloalkyl, -O-Ci-6 alkyl, -O-Cl-6 haloalkyl, 

• -CNT, -NO2, -NCRaRb), -C^ alkyl-N(RaRb), -C(=0)N(RaRb), 

-C(=0)Ra, -C02R a , -Cl-6 alkyl-C02R a , -OC02R*, -SRa, -S(=0)Ra 

10 -S02R a , -N(R a )S02Rb, -S02N(R a Rb), -N(R a )C(=0)Rb 

-N(Ra)C02R b , -Cl-6 alkyl-N(R a )C02R b , aiyl, -Ci-6 alkyl-aryl, 
-O-aiyl, or -Q)-6 alkyl-het wherein het is a 5- or 6-membered 
hetero aromatic ring containing from 1 to 4 hetero atoms independently 
selected from N, O and S, and het is optionally fused with a benzene 

15 ring, and is optionally substituted with one or more substituents (e.g., 

optionally from 1 to 5, or 1 to4, or 1 to 3, or 1 or 2 substituents; oris 
optionally mono-substituted) each of which is independently -Ci-6 
alkyl, -Cl-6 haloalkyl, -O-Ci-6 alkyl, -O-Ci-6 haloalkyl, oxo, or 

-C02R a ; 

20 each saturated heterocyclic ring in (3)(iv) or the saturated 

heterocyclic ring in (8) is optionally substituted with one or more 
substituents (e.g., optionally from 1 to 6, or 1 to 5, or 1 to 4, or 1 to 3, 
or 1 or 2 substituents; or is optionally mono-substituted) each of which 
is independently halogen, -Cl-6 alkyl, -Ci-6 haloalkyl, -O-Ci-tf alkyl, 

25 -O-Ci-6 haloalkyl, oxo, aryl, or a 5- or 6-membered heteroaromatic 

ring containing from 1 to 4 heteroatoms independently selected from 
N, O and S; and 

each heteroaromatic ring in (3)(v) or the heteroaromatic ring in 
(9) or each fused bicyclic heterocycle in (3)(vi) or the fused tricyclic 

30 heterocycle in (10) is optionally substituted with one or more 

substituents (e.g., optionally from 1 to 6, or 1 to 5, or 1 to 4, or 1 to 3, 
or 1 or 2 substituents; or is optionally mono-substituted) each of which 
is independently halogen, -Ci_6 alkyl, -Cl-6 haloalkyl, -O-Cl-6 alkyl, 
-O-Ci-6 haloalkyl, oxo, aryl, or -Ci-6 alkyl-aryl; 
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or alternatively R3 and R4 together with the N to which both are attached form a C3..7 
azacycloalkyl which is optionally substituted with one or more substituents (e.g., 
optionally from 1 to 6, or 1 to 5, or 1 to 4, or 1 to 3, or 1 or 2 substituents; oris 
optionally mono-substituted) each of which is independently -Ci-6 alkyl or oxo; 

5 

each Ra, Rb Rc and R<* is independently -H or -Ci-6 alkyl; 

Rk is carbocycle or heterocycle, wherein the caibocycle or heterocycle is optionally 
substituted with one or more substituents (e.g., optionally from 1 to 7, or 1 to 6, or 1 
10 to 5, or 1 to 4, or 1 to 3, or 1 or 2 substituents; or is optionally mono-substituted) each 
of which is independently 

(1) halogen, 

(2) -OH, 

(3) -CN, 

15 (4) -Ci-6 alkyl, which is optionally substituted with one or more 

substituents (e.g., optionally from 1 to 6, or 1 to 5, or 1 to 4, or 
1 to 3, or 1 or 2 substituents; or is optionally mono-substituted) 
each of which is independently halogen, -OH, -CN, -O-Ci-6 
alkyl, -O-C1-6 haioalkyi, -C(=0)Ra -C02R a , -SRa -S(=0)R a 

20 -N(RaRb),-C(=OHCH2)0-2N(RaRb), 

N(R a )-C(=OHCH2)0-2N(RbRc) a -S02R a , -N(Ra)S02R b , 
-S02N(R a Rb), or 4M(Ra)-C(Rb)=0, 

(5) -O-Ci-6 alkyl, which is optionally substituted with one or more 

substituents (e.g., optionally from 1 to 6, or 1 to 5, or 1 to 4, or 
25 1 to 3, or 1 or 2 substituents; or is optionally mono-substituted) 

each of which is independendy halogen, -OH, -CN, -O-Ci-6 
alkyl, -O-Ci-6 haloalkyl, -C(=0)Ra -C02R* -SRa, -S(=0)Ra 
-N(RaRb), -C(=OKCH2)0-2N(R a R b X 
N(Ra>C(=O)-(CH2)0-2N(RbRc), -S02R a , -N(R a )S02R b , 
30 -SC^NORaR^^Qr-N^-CORb)^, 

(6) -N0 2 , 

(7) oxo, 

(8) -C(=0)Ra 

(9) -C02Ra, 
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19 



15 



20 



25 



30 



(10) -SRa, 

(11) -S(=0)Ra, 

(12) -N(RaRb), 

(13) -C(=0)N(RaRb), 

(14) -C(=0)-C^alkyl-N(R a R b ), 

(15) -N(Ra)C(=0)Rb, 

(16) -S02R a , 

(17) -S62N(RaRb), 

(18) , -N(Ra)S02R b , 

(19) -Rm, 

(20) -Cl-6 alkyl-Rm, wherein the alkyl is optionally substituted with 

one or more substituents (e.g., optionally from 1 to 6, or 1 to 5, 
or 1 to 4, or 1 to 3, or 1 or>2 substituents; or is optionally mono- 
substituted) each of which is independently halogen, -OH, -CN, 
-C1-6 haloalkyl, -O-Ci-6 alkyl, -O-Ci-6 haloalkyl, -C(=0)Ra, 
-C02Ra, -SRa, -S(=0)Ra, -N(RaRb), -N(Ra)C02R b , -S02Ra, 
-N(Ra)S02R b , -S02N(RaRb), or -N(Ra>C(Rb)=0, 

(21) -Co-6 alkyl-N(Ra)-Co_6 alkyl-Rm, 

(22) -Co-6 alkyl-O-Co-6 alkyl-Rm, 

(23) -Co-6 alkyl-S-Co-6 alkyl-Rm, 

(24) -Co-6 alkyl-C(=0)-Co-6 alkyl-Rm, 

(25) -C(=0>0-Co-6 alkyl-Rm, 

(26) -C(=0)N(Ra)-Co-6 alkyl-Rm, 

(27) -N(Ra)C(=0)-Rm, 

(28) -N(Ra)C(=0)-Ci_6 alkyl-Rm, wherein the alkyl is optionally 

substituted with one or more substituents (e.g., 
optionally from 1 to 6, or 1 to 5, or 1 to4, or 1 to 3, or 1 
or 2 substituents; or is optionally mono-substituted) 
each of which is independently halogen, -OH, -CN, 
-Ci-6 haloalkyl, -O-Ci-6 alkyl, -O-Ci-6 haloalkyl, 
-C(=0)Ra, -C02R a , SR a > -S(=0)R a , -N(RaRb), 
-N(Ra)C02Rb, -S02Ra, -N(Ra)S02R b , -S02N(R a R b ), 
or-N(Ra>C(R b )=0, 

(29) -N(Ra)-C(=0)-N(R b )-Co-6 alkyl-Rm, 
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(30) -N(Ra)-C(=O)^O-C0-6 alkyl-Rm 

(31) -N(Ra)-C(=O)-N(Rb)-SO2-C0-6 alkyl-Rm, 

(32) -C(=0)-C(=0>N(RaRb), 

(33) -C(=0)-Ci-6 alkyl-S02R a , or 
5 (34) -C(=0)-C(=0)Rm ; 

carbocycle in Rk is CO a C3 to C8 monocyclic, saturated or unsaturated ring, (ii) a C7 
to C12 tricyclic ring system, or (iii) a Ci 1 to Ctf tricyclic ring system, wherein each 
ring in (ii) or (iii) is independent of or fused to the other ring or rings and each ring is 
10 saturated or unsaturated; 

heterocycle in R k is (i) a 4- to 8-membered, saturated or unsaturated monocyclic ring, 
(ii) a 7- to 12-membered bicyclic ring system, or (iii) an 11 to 16-membered tricyclic 
ring system; wherein each ring in (ii) or (iii) is independent of or fused to the other • 
15 ring or rings and each ring is saturated or unsaturated; the monocyclic ring, bicyclic 
ring system, or tricyclic ring system contains from 1 to 6 heterpatoms selected from 
N, O and S and a balance of carbon atoms; and wherein any one or more of the' 
nitrogen and sulfur heteroatoms is optionally be oxidized, and any one or more of the 
nitrogen heteroatoms is optionally quaternized; 

20 

each R m is independently C3-8 cycloalkyl; aryl; a 5- to 8-membered monocyclic 
heterocycle which is saturated or unsaturated and contains from 1 to 4 heteroatoms 
independently selected from N, O and S; or a 9- to 10-membered bicyclic heterocycle 
which is saturated or unsaturated and contains from 1 to 4 heteroatoms independently 
25 selected from N, O and S; wherein any one or more of the nitrogen and sulfur 

heteroatoms in the heterocycle or bicyclic heterocycle is optionally oxidized and any 
one or more of the nitrogen heteroatoms is optionally quaternized; and wherein 

the cycloalkyl or the aryl defined in Rm is optionally substituted with 
one or more substituents (e.g., optionally from 1 to 5, or 1 to 4, or 1 to 3, or 1 
30 or 2 substituents; or is optionally mono-substituted) each of which is 

independently halogen, -Ci-6 alkyl optionally substituted with -O-Cl-4 alkyl, 
-C1-6 haloalkyl, -O-Ci-6 alkyl, -O-Ci-6 haloalkyl, -N(R a R b ), aryl, or -Ci-6 
alkyi-aryl; and 
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the monocyclic or tricyclic heterocycle defined in Rm is optionally 
substituted with one or more substituents (e.g., optionally from 1 to 6, or 1 to 
5, or 1 to 4, or 1 to 3, or 1 or 2 substituents; or is optionally mono-substituted) 
each of which is independently halogen, -Ci-6 alkyl, -Cl-6 haloalkyl, -O-Cl-6 
5 alkyl, -O-Cl-6 haloalkyl, oxo, aryl, -Q-6 alkyl-aryl, -C(=0)-aryl, -C02-aryl, 

-CO2-CI-6 alkyl-aryl, a 5- or 6-membered saturated heterocyclic ring 
containing from 1 to 4 heteroatoms independently selected from N, O and S, 
or a 5- or 6-membeied heteroaromatic ring containing from 1 to 4 heteroatoms 
independently selected from N, O and S ; and 

10 

each n is independently an integer equal to zero, 1 or 2; 
or a pharmaceutical^ acceptable salt thereof . 

15 The present invention also includes pharmaceutical compositions 

containing a compound of the present invention and methods of preparing such 
pharmaceutical compositions. Hie present invention further includes methods of 
treating AIDS, methods of delaying the onset of AIDS, methods of preventing AIDS, 
methods of preventing infection by HtV, and methods of treating infection by HIV. 

20 Other embodiments, aspects and features of the present invention are 

either further described in or will be apparent from the ensuing description, examples 
and appended claims. 

DETAILED DESCRIPTION OF THE INVENTION 
25 The present invention includes the N-substituted hydroxypyrimidinone 

carboxamides of Formula (T) above. These compounds and pharmaceutical!/ 

acceptable salts thereof are HTV integrase inhibitors. 

An embodiment of the present invention is a compound of Formula (T) 

exactly as defined above, except that in the definition of Rk, Rk is optionally 
30 substituted with one or more substituents each of which is independently one of the 

substituents (1) to (18), and is optionally mono-substituted with one of the 

substituents (19) to (34). 

Another embodiment of the present invention is a compound of 

Formula (I) as originally defined above, except that the definition of R2 includes a 



-11- 



WO 03/035077 



PCT/GB02/04753 



proviso that none of the following optional substituents is attached to the caibon atom 
in the -Cl-6 alkyl group that is attached to the ring nitrogen: halogen, -OH, -O-Ci-6 
alkyl, -O-Cl-6 haloalkyl, -SRa, -S(=0)Ra, or -N(Ra)-C(Rb)=0. Stated another way, 
none of these substituents is attached to the carbon atom alpha to the ring nitrogen. 

5 Another embodiment of the present invention is a compound of 

Formula (Q as originally defined above except that in the definition of Rl, Rl is one 
of substitutents (1) to (16) and in the definition of Rk R k is optionally substituted 
with one or more substituents (e.g„ optionally fiom 1 to 7, or 1 to 6, or 1 to 5, or 1 to 
4, or 1 to 3, or 1 to 2 substituents, or is optionally monosubstituted) each of which is 

) independently one of substitutents (1) to (31). 

Another embodiment of the present invention is a compound of 
Formula (I), wherein Rl is: 

(1) -H, ■ 

(2) -Cl-6 alkyl* which is optionally substituted with one or more 
15 substituents each of which is independently halogen, -OH, -CN, 

-O-Ci-6 alkyl, -O-Ci-6 haloalkyU -Q=0)Ra -C02R a , -SR*, 
-S0=O)Ra -N(RaRb), -C(=OHCH2)0-3-N(RaRb), 
NORa^^OHCHz^-NORbRC), -SO^Ra -N(R a )S02Rb 

. NR b 

R I 

-S02N(RaRb), -N(Ra)-C(=0)Rb, R° , 

20 or-N(R2)C(=O)C(=0)N(R^>), 

(3) -Rk, 

(4) -(CH2)l-3-R k » wherein: 

(i) the -(CH2)l-3- moiety is optionally substituted with one or 
more substituents each of which is independently halogen, 
25 -OH, -CN, -O-Ci-6 alkyl, -O-Ci-6 haloalkyl, -N(R a Rb), 

-N(Ra)C02R b , -N(Ra)C(=O)-(CH2)0-3-N(RbR c ) > or 
-N(Ra)-(CH2)2-3-OH with the proviso that the -OH is not 

attached to the carbon alpha to N(R a ); and 
(n) the -(CH2)l-3- moiety is optionally mono-substituted with -Rs, 

30 -Ci^alkyl-Rs,-N(Ra)-C(==0)-(CH2)()-3-R s . 

-N(R«HCH2)0-3-R s , -CKCH2)0-3-R s , or 

-N(Ra)-C(=OHCH2)0-3-R s ; wherein Rs is 
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(a) aryl which is optionally substituted with one or 
more substituents each of which is independently halogen, 
-OH, -Ci_6 alkyl, -Cl-6 alkyl-ORa -Cl-6 haloalkyl, -O-Ci-6 
alkyl, -O-Ci-6 haloalkyl, methylenedioxy attached to two 

5 adjacent carbon atoms, or aryl; 

(b) a 4- to 8- membered saturated heterocyclic ring 
containing from 1 to 4 heteroatoms independently selected 
from N, O and S; wherein the saturated heterocyclic ring is 
optionally substituted with one or more substituents each of 

10 which is independently halogen, -C\-6 alkyl, -Cl-6 alkyl-ORa, 

-Ci-6 haloalkyl, -O-Ci-6 alkyl, -O-Cl-6 haloalkyl, -C(=0)Ra 
-C02R a , -C(=OHCH2)0-3-NCR a R b ), -S02R a , oxo, aryl, or 
-(CH2)l-3-aryi; or 

(c) a 5- to 7-membered heteroaromatic ring ( 
15 containing from 1 to 4 heteroatoms independently selected ' 

from N, O and S; wherein the heteroaromatic ring is optionally 
substituted with one or more substituents each of which is 
independently halogen, -Cl-6 alkyl, -Cl-6 alkyl-ORa, -Ci_6 
haloalkyl, -O-Gi-6 alkyl, -O-Ci-6 haloalkyl, oxo, or aryl; 
20 (5) -(CH2)0-3-O-(CH2)0-3-R k , 

(6) -<CH2)0-3-S(O)n-(CH2)0-3-R k , 

(7) -<CH2)l-3-OR k , 

(8) -(CH 2 )l-3-0-(CH2)l.3-R k , 

(9) -0-(CH2)l-3-S(0)nR k , 
25 (10) -(CH2)0-3-N(Ra)-Rk 

(11) -(CH 2 )0-3-N(RaHCH2)l-3-R k , 

(12) -(CH2)0-3-N(RaHCH2)l-3-OR k , 

(13) -(CH2)0-3-a=O)-R k , 

(14) -(CH2)0-3-C(=O)N(RaHCH2)0-3-R k , 
30 (15) -(CH 2 )0-3-N(Ra)C(=OHCH2)0-3-R k , 

(16) -(CH2)0-3-N(Ra)C(=O>O-(CH2)0-3-R k , 

(17) -C(CH3)2N(Ra)C(=0)Rb, 

(18) -C(CH3)2N(Ra)C(=0)Rk or 

(19) -C(CH3)2N(Ra)C(=0)C(=0)N(RbRc); 

35 
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and all other variables are as originally defined above; 

or a phannaceutically acceptable salt thereof. 

In an aspect of this embodiment, Rl is one of groups (1) to (16). 
5 Another embodiment of the present invention is a compound of 

Formula (0, wherein Rl is: 

(1) -H, 

(2) -Ci-4 alkyi, which is optionally substituted with from 1 to 4 

substituents each of which is independently halogen, -OH, -CN, 
10 -O-Ci-4 alkyi, -O-Ci-4 haloalkyl, -C(=0)Ra -CC>2R a , -SRa 

-S(=0)Ra -N(RaRb), ^(=O)-C0-4 alkyl-N(RaRb) t 
N(Ra)-C(=0>QM alkyl-N(RbRc), -S02R a , -N(R a )S02Rb, 

NR b 

R I 

-S02N(R a Rb), -N(Ra)-C(=0)Rb " R° ,or 

-N(R2)C(=0)C(=O)N(RaRb), 

15 (3) -Rk, 

(4) -Cl-4 alkyl-Rk, wherein: 

(i) the alkyi is optionally substituted with from 1 to 4 substituents 
each of which is independently halogen, -OH, -CN, -O-Ci-4 
alkyi, -O-Ci^ haloalkyl, -N(RaRb), -N(Ra)C02R b , 

20 -N(R a )C(=O)-C0-4 alkyl-N(RbRc), or -N(Ra)-(CH2)2-4-OH; 

and 

(ii) the alkyi is optionally mono-substituted with -Rs, 
-N(R a )-C(=O)-C0^ alkyl-Rs, -N(Ra>Co^ alkyl-Rs, -O-Co-4 
alkyl-Rs, or -N(Ra)<X^M^a4 alkyl-RS; wherein Rs is 

25 (a) aryl which is optionally substituted with from 1 

to 3 substituents each of which is independently halogen, -OH, 
-Ci-4 alkyi, -Ci_4 alkyl-ORa, -C1.4 haloalkyl, -O-Ci-4 alkyi, 
-O-C1-4 haloalkyl, methylenedioxy attached to two adjacent 
carbon atoms, or phenyl; 

30 (b) a 5- or 6-membered heteroaromatic ring 

containing from 1 to 4 heteroatoms independently selected 
from N, O and S; wherein the heteroaromatic ring is optionally 
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substituted with from 1 to 3 substituents each of which is 
independently halogen, -Ci-4 alkyl, -Ci-4 alkyl-ORa -Q.4 
haloalkyl, -O-Cl-4 alkyl, -O-Cl-4 haloalkyl, oxo, or phenyl; or 
(c) a 5- or 6-membered saturated heterocyclic ring 
5 containing from 1 to 4 heteroatoms independently selected 

from N, O and S; wherein the saturated heterocyclic ring is 
optionally substituted with from 1 to 3 substituents each of 
which is independently halogen, -Ci-4 alkyl, -Cl-4 alkyl-ORa, 
-Ci-4 haloalkyl, -O-C1.4 alkyl, -0-Ci_4 haloalkyl, -C(=0)Ra 
10 -C02Ra, -C(=0)-Co-4 alkyl-N(RaRb), -S02R a , oxo, or phenyl, 

(5) ^CH 2 )0-3-C(==O)N(RaHCH2)0-3-R k , 

(6) -C(Cl-4 alkyl)2N(R a )C(=0)Rb, 

(7) -C(Ci-4 alkyl)2N(Ra)C(=0)Rk, or 

(8) -C(Cl^alkyl)2N(Ra)C(=0)C(=0)N(RbRc); 

15 

and all other variables are as originally defined above; 

or a phannaceutically acceptable salt thereof. 

In an aspect of this embodiment, Rl is one of groups (1) to (5). 

20 

Another embodiment of the present invention is a compound of 
Formula (T), wherein Rl is: 

(1) -H, 

(2) -C1-4 alkyl, which is optionally substituted with from 1 to 3 

25 substituents each of which is independently halogen, -O-Cl-4 alkyl, 

-O-Ci^ haloalkyl, -C(=0)Ra, -C02R a , -N(R a Rb), or 
-C(=OHCH 2 )0-2»NCRaRbx 

(3) -Rk 

(4) -<CH2)l-4-R k , wherein: 

30 (i) the -(CH2)l-4- moiety is optionally substituted with 1 or 2 

substituents each of which is independently halogen, -OH, 
-O-C1-4 alkyl, -O-Cl-4 haloalkyl, or -N(R a Rb); and 
(ii) the -(CH2)l-4- moiety is optionally mono-substituted with -Rs 
or -N(R*)-(CH2)l-2-R s ; wherein Rs is 
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(a) phenyl which is optionally substituted with from 
1 to 3 substituents each of which is independently halogen, 
-Ci-4 alkyl, -Ci^ alkyl-ORa, -Ci-4 haloalkyl, -O-Ci-4 alkyl, 
or -O-Ci-4 haloalkyl; or 

5 ( (b) a 5- or 6-membeied heteroaromatic ring 

bontaining from 1 to 4 heteroatoms independently selected 
from N, O and S; wherein the heteroaromatic ring is optionally 
substituted with from 1 to 3 substituents each of which is 
independently halogen, -Ci-4 alkyl, -Ci-4 alkyl-ORa, -Ci-4 

0 haloalkyl, -O-C1-4 alkyl, or -O-C1-4 haloalkyl; or 

(c) a 5- or 6-membered saturated heterocyclic ring 
containing from 1 to 4 heteroatoms independently selected 
from N, O and S; wherein the saturated heterocyclic ring is 
optionally substituted with from 1 to 3 substituents each of 

5 which is independently halogen, -Ci-4 alkyl, -Ci-4 alkyl-ORa 

-Cm haloalkyl, -O-Ci-4 alkyl, -O-Ci-4 haloalkyl, -C(==0)Ra, 
or -<X)2R a , 

(5) -C(=O)N(Ra><CH2)0.3-R k , 

(6) -C(CH3)2N(Ra)C(=0)Rb, 

0 (7) -C(CHt3)2N(Ra)C(=0)Rk 

(8) -C(CS3)2N(Ra)C(=0)C(=0)N(RbRc); 



and all other variables are as originally defined above; 



or a pharmaceutically acceptable salt thereof. 

In an aspect of this embodiment, Rl is one of groups (1) to (5). 

Another embodiment of the present invention is a compound of 
Formula (T), wherein 

Rk is C3-8 cycloalkyl; aryl selected from phenyl and naphthyl; a bicyclic carbocycle 
selected from indanyl and tetrahydronaphthyl; a 5- or 6-membered saturated 
heterocyclic ring containing from 1 to 4 heteroatoms independently selected from N, 
O and S; a 5- or 6-membered heteroaromatic ring containing from 1 to 4 heteroatoms 
independently selected from N, O and S; or a bicyclic heterocycle which is a benzene 
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ling fused to a 5- or 6-membeied saturated or unsaturated heterocyclic ring containing 
from 1 to 3 beteroatoms independently selected from N, O and S; 

wherein the cycloalkyl, aryl, tricyclic carbocycle, saturated heterocyclic 
ring, heteroaromatic ring, or bicyclic heterocycle is optionally substituted with from 1 
5 to 4 substituents each of which is independently 

(1) halogen, 

(2) -OH, 

(3) -CN, 

(4) -Ci-4 haloalkyl, 

10 (5) -Ci-4 alkyl, which is optionally substituted with from 1 to 3 

substituents each of which is independently -OH, -CN, 
-O-C1.4 alkyl, -O-Ci-4 haloalkyl, -C(=0)Ra -CX)2R a , 
-SRa, -S(=0)Ra -N(RaRb), -C(=OKCH2)0-2N(RaRb), 
N(Ra)-C(=OHCH2)0-2N(RbRc), -S02Ra, 
15 -N(R a )S02Rb -S02N(RaRb),o^-N(Ra}C(Rb)=0,• 

(6) -O-Ci-4 haloalkyl 

(7) -O-Ci-4 alkyl, which is optionally substituted with from 1 to 3 

substituents each of which is independently -OH -CN, 
-O-Ci-6 alkyl, -O-Ci-6 haloalkyl, -C(=OJRa, -C02R a , 
20 -SRa, -S(=0)Ra, -N(RaRb), -C(=O)-(CH2)0-2N(RaRb), 

N(Ra)-C(=OHCH2)0-2N(RbRc) I -SO2Ra, 
-N(Ra)S02R b , -S02N(RaRb), or -N(Ra>C(Rb)=0, 

(8) -N0 2 , 

(9) oxo, 

25 (10) -C(=0)R a , 

(11) -C02R a , 

(12) -SRa, 

(13) -S(=0)Ra, 

(14) -N(RaRb), 

30 (15) -C(=0)N(RaRb), 

(16) -C(=0)-Ci^alkyl-N(RaRb), 

(17) -N(Ra)C(=0)Rb, 

(18) -S02Ra 

(18) -S02N(RaRb), 
35 (19) -N(Ra)S02R b , 
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(20) -Rib 

(21) -Ci-4alkyl-Rm 

(22) -(CH2)0-2-N(Ra)-(CH2)0-2-R m , 

(23) KCH2)0-2-O-(CH2)0-2-R m , 

(24) -(CH2)0-2-S-(CH2)0-2-R m , 

(25) -(CH 2 )0-2-C(=OHCH 2 )0-2-R m , 

(26) -C(=OKHCH2)0.2-R m , 

(27) -C(=0)N(Ra).Rm > or 

(28) -C(=OK;(=0)N(RaRb); 

and all other variables are as originally defined above; 



or a pharmaceutical^ acceptable salt thereof. 

In an aspect of this embodiment, the cycloalkyl, aryl, bicyclic , 
15 carbocycle, saturated heterocyclic ring, heteroaromatic ring, or bicyclic heterocycle is 
optionally substituted with from 1 to 4 substituents each of which is independently 
selected from the groups (1) to (27). 

In an aspect of this embodiment, Rk (i.e., the cycloalkyl, aryl, bicyclic 
20 carbocycle, saturated heterocyclic ring, heteroaromatic ring, or bicyclic heterocycle) is 
optionally substituted with from 1 to 4 substituents each of which is independently 
one of the substituents (1) to (19), and is Optionally mono-substituted with one of the 
substituents (20) to (28). In a feature of this aspect, Rk is optionally substituted with 
from 1 to 4 substituents each of which is independently one of the substituents (1) to 
25 (19), and is mono-substituted with one of the substituents (20) to (28). 

In another aspect of this embodiment, each R m is independently C3J7 
cycloalkyl; aryl selected from phenyl and naphthyl; a 5- or 6-membered saturated 
heterocyclic ring containing from 1 to 4 heteroatoms independently selected from N, 
30 O and S; a 5- or 6-membered heteroaromatic ring containing from 1 to 4 heteroatoms 
independently selected from N, O and S, wherein any N is optionally oxidized to form 
an N-oxide; or a bicyclic heterocycle which is a benzene ring fused to a 5- or 6- 
membered, saturated or unsaturated heterocyclic ring containing from 1 to 3 
heteroatoms selected from N, O and S; wherein 
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the cycloalkyl or the aryl defined in Rm is optionally substituted with 
from 1 to 4 substituents each of which is independently halogen, -Cl-4 alkyl, 
-C1-4 haloalkyl, -O-Ci-4 alkyl, -O-Cl-4 haloalkyl, -N(R a Rb), phenyl, or 
^CH2)l-2-phenyl; 

5 the saturated heterocyclic ring defined in RE? is optionally substituted 

with from 1 to 4 substituents each of which is independently -Cl-4 alkyl 
optionally substituted with -O-Ci-4 alkyl, -Cl-4 haloalkyl, -O-Ci-4 alkyl, 
-O-Cl-4 haloalkyl, oxo, phenyl, -{CH2)l-2-phenyl, -C(=0)-phenyl, 
-CQ2-phenyl, -C02-(CH2)l-2i>henyl, a 5- or 6-membered saturated 

10 heterocyclic ring containing from 1 to 4 heteroatoms independently selected 

from N, O and S, or a 5- or 6-membered hetero aromatic ring containing from 
1 to 4 heteroatoms independently selected from N, O and S; and 

the heteroaromatic ring or the bicyclic heterocycle defined in Rm is 
optionally substituted with from 1 to 4 substituents each of which is 

15 : independently halogen, -Cl^ alkyl, -Cl-4 haloalkyl, -O-Cl-4 alkyl, -O-Cl-4 

haloalkyl, oxo, phenyl, or -<CH2)l-2-phenyl. 

Another embodiment of the present invention is a compound of 
* Formula (I), wherein Rk is phenyl; a 5- or 6-membered saturated heterocyclic ring 
20 containing 1 or 2 heteroatoms selected from 1 or 2 N atoms, 0 or 1 0 atoms, and 0 or 
1 S atoms; a 5- or 6-membered heteroaromatic ring containing 1 or 2 heteroatoms 
selected from 1 or 2 N atoms, 0 or 1 O atoms, and 0 or 1 S atoms; or a bicyclic 
heterocycle which is a benzene ring fused to a 5- or 6-membered saturated 
heterocyclic ring containing 1 or 2 nitrogen atoms; 

25 

and all other variables are as originally defined; 

or a pharmaceutically acceptable salt thereof. 

30 In an aspect of this embodiment, 

(a) the phenyl, the saturated heterocyclic ring, heteroaromatic ring, or 
bicyclic heterocycle is optionally substituted with from 1 to 3 substituents each of 
which is independently 

(1) fluoro, 
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(2) chloro, 

(3) bromo, 

(4) -OH 

(5) -CF3, 

5 (6) -Ci_4alkyl, which is optionally substituted with lor 2 

substituents each of which is independently -OH, -CN, -O-Ci-4 
alkyl, -OCF3, -N(RaRb), -C(=0)N(RaRb), or 
N(Ra)-C(=O)-(CH2)0-2N(RbRC), 
C 7 ) -OCF3, 
10 (8) -O-C1-4 alkyl 

(9) -C(=0)Ra, 

(10) -C02Ra 

(11) -SRa 

(12) -SRa, 

15 (13) -N(RaRb), 

(14) -C(=0)N(RaRb), 

(15) -C(=OHCH2)l-2-N(RaRb), 

(16) -N(Ra)C(=0)Rb or 

(17) -S02Ra; 

20 (b) the phenyl is optionally mono-substituted with 

(1) -(CH2)l-2-R m ,or 

(2) -(CH2)0-2-N(Ra)-(CH2)0-2-R m ;and 

(c) the saturated heterocyclic ring, hetero aromatic ring, or bicyclic 
heterocycle is optionally mono- or di-substituted with 
25 (1) oxo 

(2) -(CH2)l-2-Rm, 

(3) -0-(CH2)l-2-R m , or 

(4) -(CH2)0-l-C(=OHCH2)0-2-R m . 

30 In a feature of the preceding aspect, each R m is independently 

cyclopropyl; phenyl; a 5- or 6-membered saturated heterocyclic ring selected from 
pyrrohdinyl, imidazolidinyl, pyrazohdinyl, piperidinyl, piperazinyl, and moipholinyl; 
or a 5- or 6-membered hetero aromatic ring selected from thienyl, pyridyl optionally in 
me form of an N-oxide, imidazolyl, pyrrolyl, pyrazolyl, thiazolyl, isothiazolyl, 
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oxazolyl, isooxazolyl, oxadiazolyl, thiadiazolyl, pyrazinyl, pyrimidinyl, triazolyl, 
tetrazolyl, furanyl, and pyridazinyl; wherein 

the cyclopropyi is unsubstituted; 

the phenyl is optionally substituted with from 1 to 3 substituents e&ch 
5 of which is independently halogen, -Cl-4 alkyl, -CF3, -O-C1.4 alkyl, -OCF3, 

or-N(RaRb); 

the saturated heterocyclic ring is optionally substituted with 1 or 2 
substituents each of which is independently -Cl-4 alkyl, -CF3, -O-C1.4 alkyl, 
-OCF3, oxo, phenyl, -(CH2)l-2-phenyi, -C(=0)-phenyl, -C02-phenyl, or 
10 -C02-CH2-phenyl; and 

i 

the heteroaromatic ring is optionally substituted with 1 or 2 
substituents each of which is independently -Cl-4 alkyl, -CF3, -O-C1.4 alkyl, 
-OCF3, oxo, phenyl, or <CH2)l-2-phenyl. 

15 Another embodiment of the present invention is a compound of 

Formula (T), wherein R2 is: 

(1) -C1-6 alkyl, 

(2) -Ci-6 alkyl substituted with -N(RaRb), 

(3) -Ci-6 alkyl substituted with phenyl, wherein the phenyl is: 

20 (a) optionally substituted with from 1 to 4 substituents each 

of which is independently halogen, -Cl-4 alkyl, -C1-4 
haloalkyl, -O-Ci-4 alkyl, -O-Ci-4 haloalkyl, or 
-QM aIkyl-N(RaRb) ; and 

(b) optionally mono-substituted with -Cl-4 alkyl 
25 substituted with a 5- or 6-membered saturated heterocyclic ring 

containing from 1 to 3 heteroatoms selected from 1 or 2 N 

atoms, 0 or 1 O atoms, and 0 or 1 S atoms; 

wherein the heterocyclic ring is optionally substituted 

with from 1 to 3 substituents each of which is independently 
30 -Cl-6 alkyl, oxo, or a 5- or 6-membered heteroaromatic ring 

containing from 1 to 3 heteroatoms selected from 1 to 3 N 
atoms, 0 or 1 O atom, and 0 or 1 S atom; or 

(4) -Cl-6 alkyl optionally substituted with -OH and substituted with a 5- 

or 6-membered saturated monocyclic heterocycle which contains from 
35 1 to 3 heteroatoms selected from 1 to 3 N atoms, 0 or 1 O atoms, andO 
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or 1 S atoms; wherein the heterocycle is optionally substituted with 
from 1 to 4 substituents each of which is independently -Cl-6 alkyl, 
O-Ci-6 alkyl, oxo, or phenyl; or 
(5) -Cl-6 alkyl substituted with a 5- or 6-membered heteroaromatic ring 
5 which contains from 1 to 3 heteroatoms selected from 1 to 3 N atoms, 

0 or 1 O atoms, and 0 or 1 S atoms; wherein the heteroaromatic ring is 
optionally substituted with from 1 to 4 substituents each of which is 
independently -Cl-6 alkyl, -O-Cl-6 alkyl, oxo, or phenyl; 

10 and all other variables are as originally defined above; 

or a phannaceutically acceptable salt thereof. 

Another embodiment of the present invention is a compound of % 
15 Formula Q) exactly as defined in the immediately preceding embodiment, except that 
when R2 is -Cl-6 alkyl substituted with -N(RaRb), it is with the proviso that 
-N(R a Rb) is not attached to the carbon atom in the -Cl-6 alkyl group that is attached 
to the ring nitrogen (i.e., that the -N(R a Rb) group is not attached to the carbon atom 
alpha to the ring nitrogen). 1 

20 

Another embodiment of the present invention is a compound of 
Formula (I), wherein R2 is methyl; 

and all other variables are as originally defined above; 

25 

or a phannaceutically acceptable salt thereof. 

Another embodiment of the present invention is a compound of 
Formula (0, wherein R3 is -H or -Cl-4 alkyl; 

30 

and all other variables are as originally defined above; 
or a phannaceutically acceptable salt thereof. 
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In an aspect of this embodiment, R3 is -H or methyl. In another aspect 
of this embodiment, R3 is -H. 

Another embodiment of the present invention is a compound of 
5 Formula 0D, wherein R4 is Cl-4 alkyl substituted with an aryl, which is optionally 

substituted with from 1 to 4 substituents each of which is independently halogen, 
-OH, -Ci-4 alkyl, -Cl-4 alkyl-ORa -Ci-4 haloalkyl, -O-Ci-4 alkyl, -O-C1-4 
haloalkyl, -CN, -IXO2, -N(R a Rb), -Ci^ alkyI-N(RaRb), -C(=0)N(RaRb), -C(=0)Ra, 
-C02R a , -Cl-4 alkyKX)2Ra -OC02R a , -SRa, -S(=0)Ra -S02Ra, -N(Ra)S02Rt>, 

10 -S02N(R a R b ), -N(Ra)C(=0)Rb, -N(R a )C02R*>, -C1-4 alkyl-N(Ra)C02Rl>, 
methylenedioxy attached to two adjacent ring carbon atoms, phenyl, -Cl-4 
alkyl-phenyl, -O-phenyl, or -(CH2)0-2-faet; 

wherein het is a 5- or 6-membered heteroaromatic ring containing from 
1 to 4 heteroatoms independently selected firom N, O and S, and het is optionally 

15 fused with a benzene ring, and is optionally substituted with 1 or 2 substituents each 
of which is independently -Cl-4 alkyl, -Cl-4 haloalkyl, -O-Cl-4 alkyl, -O-Cl-4 
haloalkyl, or -C02R a ; 

and all other variables are as originally defined above; 

20 

or a phannaceutically acceptable salt thereof. 

Another embodiment of the present invention is a compound of 
Formula 00, wherein R4 is -CH2-phenyl, wherein the phenyl is optionally substituted 

25 with firom 1 to 3 substituents each of which is independently fluoro, bromo, chloro, 
-OH, alkyl, -Ci-4 fluoroalkyl, -O-Cl-4 alkyl, -O-Cl-4 fluoroalkyl, 
KCH2)l-2-N(RaRb), -S02Ra, -(C3l2)0-2-CO2R a , -<CH2)0-2-N(Ra)CO2R b , -M>2, 
-SRa -N(R a Rb) or phenyl; 

30 eachRaandRbisindepradendyisHar-Ci^j-alkyl; 
and all other variables are as originally defined above; 
or a phannaceutically acceptable salt thereof. 
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In an aspect of the preceding embodiment, R4 is -CH2-phenyl, wherein 

the phenyl is optionally substituted with from 1 to 3 substituents, each of which is 
independently -F, -Br, -CI, -OH, -Ci-4.alkyl, -Ci-4 fluoroalkyl, -O-Ci-4 alkyl, -SO2- 
5 C1-4 alkyl, -S-Ci-4 alkyl, -N(CH3)2 or -O-Ci-4 fluoroalkyl. In another aspect of the 
preceding embodiment, R4 is p-fluorobenzyl or 2,3-dimethoxybenzyL 

In another aspect of the preceding embodiment, the phenyl is 
optionally substituted with from 1 to 3 substituents each of which is independently 
fluoro, bromo, chloro, -OH, -Ci-4 alkyl* -Cl-4 fluoroalkyl, -O-C1.4 alkyl, -O-C1-4 
10 fluoroalkyl -(CH2)l-2-N(RaRb), -S02R a , -(CH2)0-2-CO2R a , 
-(CH2)0-2-N(Ra)CO2R b , -NO2, or phenyl. 

In an aspect of the preceding embodiment, the phenyl is optionally 
substituted with from 1 to 3 substituents, each of which is independently -F, -Br, -CI, 
-OH, -Ci-4 alkyl, -Ci-4 fluoroalkyl, -O-C1-4 alkyl, or -O-C1-4 fluoroalkyl. In 

15 another aspect of the preceding embodiment, R4 is p-fluorobenzyl or 23- 
dimethoxybenzyL 

A class of compounds of the present invention includes any compound 
of Formula (0, wherein 

20 Rl is -Rk; 

Rk is phenyl which is 

(a) optionally substituted with from 1 to 3 substituents each of 
which is independently: 
25 (1) halogen, 

(2) -Cl-6 alkyl, which is optionally substituted with 1 or 2 
substituents each of which is independently -O-Cl-6 
alkyl, -OCi_6 haloalkyl, -C(=0)Ra, -C02Ra, -SRa, 
-S(=0)Ra, -N(RaRb), -C(=OHCH2)0-2N(R a Rb), 

30 N(Ra>C(=OHCH2)0-2N(RbRC),-SO2Ra > 

-NCRa^C^b, -S02N(RaRb), or -N(Ra>C(Rb)=0, 

(3) -Ci^ haloalkyl, 

(4) -O-Cl-6 haloalkyl, 

(5) -C(=0)Ra 
35 (6) -C02R a , 

-24- 



WO 03/035077 PCT/GB02/04753 



(7) -C(=0)N(RaRb), 0 r 

(8) -C(=0)-Ci-6 a!kyl-N(RaRb); and 

(b) optionally mono-substituted with 
(1) -Ci^alkyl-Rm, 0 r 
5 (2) -Co^alkyl-N^a^^alkyl-Rni; 

wherein R m is aiyl selected from phenyl and naphthyl; a 5- or 6-membered saturated 
heterocyclic ring containing from 1 to 3 heteroatoms independently selected from N, 
O and S ; or a 5- or 6-membered heteroaromatic ring containing from 1 to 3 
10 heteroatoms independently selected from N, O and S; wherein 

the aryl defined in R m is optionally substituted with from 1 to 3 
substituents each of which is independently halogen, -Ci-4 alkyl, -CF3, 
-0-Ci^alkyI,-OCF3,or-N(RaRb); . 

the saturated heterocyclic ring defined in R m is optionally substituted 
15 with from 1 to 3 substituents each of which is independently -Cl-4 alkyl or 

oxo, and is additionally optionally mono-substituted with phenyl, 
KCH2)l-2-pbenyl, -C(=0)-phenyl, -CC>2-phenyl f -C02-<CH2)l-2-phenyl, or a 

5- or 6-membered heteroaromatic ring containing from 1 to 3 heteroatoms 
independently selected from N, O and S; and 
20 the heteroaromatic ring defined in R m is optionally substituted with 1 

or 2 substituents each of which is independently -Ci-4 alkyl or oxo; 

* and all other variables are as originally defined above; 

25 or a pharmaceutical^ acceptable salt thereof. 

A sub-class of the preceding class of compounds of the present 
invention includes any compounds of Formula (I), wherein 

30 R2 is methyl; 

R3is-H; 

R4is: 
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(1) -CH2-phenyl, wherein the phenyl is optionally substituted with 
from 1 to 3 substituents each of which is independently fluoio, 
bromo, chloro, -OH, -Cl-4 alkyl -Cl-4 fluoroalkyl, -O-Ci-4 
alkyl, -O-Cl-4 fluoroalkyl, -<CH2)l-2-N(RaRb), -S02R* 

5 -(GH2)0-2-CO2Ra -(GH2)0-2-NCRa)CO2Rb, -NO2, -SR a , - 

N(RaRb) or phenyl; or , 

(2) a fused bicyclic carbocycle selected from 

Z 1 J** 

i<O \-b0 z, -to 

» » » 

10 wherein Zl is -H or -OH; and 

each R a and Rb is independently is H or -Cl-4 alkyl; 
and all other variables are as defined in the class; 
or a pharmaceutical^ acceptable salt thereof. 



15 



Another sub-class of the preceding class of compounds of the present 
invention includes any compounds of Formula (T), wherein R4 is 4-fluorobenzyl or 
20 23-dimethoxybenzyi; 

and all other variables are as defined in the class; 

or a pharmaceutical^ acceptable salt thereof. 

25 

Still another sub-class of the preceding class of compounds of the 
present invention includes any compounds of Formula (T), wherein R2 is methyl; R3 
is -H; R 4 is 4-fluoroberizyl or 23-dimethoxybenzyl; each Ra and Rb is independently 
is H or -C1-4 alkyl; and all other variables are as defined in the class; or a 

30 pharmaceutical^ acceptable salt thereof. 
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Another class of the present invention includes any compound of 



Formula (II): 



R 4 

0D; 

wherein 

5 

Qis: 

(1) methyl which is optionally substituted with lor 2 of -O-Ci-4 alkyi, 

(2) phenyl which is optionally substituted with from 1 to 3 substituents 
each of which is independently -F, -CI, Br, -Cl-4 alkyi, -CF3, -O-C1-4 

10 alkyi, -OCF3, methylenedioxy attached to two adjacent carbon atoms, 

or phenyl, or 

(3) a 5- or 6-membered saturated heterocyclic ring containing from 1 to 3 
heteroatoms independently selected from N, O and S ; wherein the 
•saturated heterocyclic ring is optionally substituted with 1 or 2 

15 substituents each of which is independently -F, -CI, -Br, -Ci_4 alkyi, 

oxo, phenyl, or -C(=0>phenyl; 

Tis: 

(I) -H, 
20 (2) -OH, 

(3) methyl or ethyl, optionally substituted with -OH or -O-Cl-4 alkyi, 

(4) -O-Ci^ alkyi 

(5) -N(R3Rb), 

(6) -N(RaMCH2)2-OH, 
25 (7) -N(Ra)-C02Rb, 

(8) -N(Ra)-C(=OHCH2)l-2-N(RaRb), 

(9) -Rs, 

(10) -<CH2)l-2-Rs,or 

(II) -(CH2)0-2-N(Ra)-(CH2)0-3-R s ; 
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Rsis: 

(1) phenyl optionally substituted with from 1 to 4 substituents each 
of which is independently halogen, -Cl-4 alkyl, alkyl-ORa, -Cl-4 

5 haloalkyl, -O-Ci^ alkyl, -O-Ci^ haloalkyl, or -N(RaRb) ; 

(2) a 5- or 6-membered saturated heterocyclic ring containing from 
1 to 3 heteroatoms independently selected from N, O and S; which is 
optionally substituted with from 1 to 4 substituents each of which is 
independently -Ci-4 alkyl, -Ci-4 alkyl-ORa, -Ci-4 haloalkyl, -O-Ci-4 alkyl, 

10 -O-Ci-4 haloalkyl, -C(=0)Ra, oxo, phenyl, or -CH2-phenyl; or 

(3) a 5- or 6-membered heteroaromaiic ring containing from 1 to 3 
heteroatoms independently selected from N, O and S; which is optionally 
substituted with from 1 to 4 substituents«each of which is independently -Cl-4 
alkyl, -Cl-4 alkyl-ORa, -Ci-4 haloalkyl, -O-Cl-4 alkyl, -O-Ci-4 haloalkyl, or 

15 oxo; 

R2is 

(1) -Ci^ alkyl, 

(2) -Ci^ alkyl substituted with -N(RaRb), or 

20 (3) -Cl-4 alky* substituted with a 5- or 6-membered saturated monocyclic 

heterocycle which contains from 1 to 3 heteroatoms selected from 1 to 
3 N atoms, 0 or 1 O atoms, and 0 or 1 S atoms; wherein the saturated 
heterocycle is optionally substituted with from 1 to 4 substituents each 
of which is independently a -C1.4 alkyl; 

25 

R3 is -H or -Cl-4 alkyl; 

R4 is -CEfe-phenyl, wherein the phenyl is optionally substituted with from 1 to 3 
substituents each of which is independently fluoro, bromo, chloro, -OH, -Cl-4 alkyl, 
30 -Cl-4 fluoroalkyi, -O-Ci-4 alkyl, -O-Ci-4 fluoroalkyl, -(CH2)l-2-N(RaRb), -S02R a , 
-(CH2)0.2-CO2R a , -(CH2)0-2-N(Ra)CO2Rb, -NO2, -SRa, -N(R a Rb) or phenyl; 

each Ra and R b is independently is H or -Ci^ alkyl; and 



35 s is an integer equal to zero, l,or2; 
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or a pharmaceutical acceptable salt thereof. 

In an aspect of this class, R4 is -Clfe-phenyl, wherein the phenyl is 

optionally substituted with from 1 to 3 substituents each of which is independently 
5 fluoit), bromo, chloro, -OH, -Cm alkyl, -Ci-4 fluoroalkyl, -O-Ci-4 alkyi, -O-Cl-4 
fluoroalkyl, -(CH2)l-2-N(RaRb), -SC>2R a , -(CH2)0-2<X)2R a , 
-<CH2)0-2-N(Rax:O2K b , -NO2, or phenyl 

A sub-class of the preceding class of compounds of the present 
invention includes any compounds of Formula QX) exactly as defined in the preceding 
10 class, except that when R? is -Ci-4 alkyl substituted with -N(R a Rb), it is with the 

proviso that -N(RaRb) is not attached to the carbon atom in the -Cl-4 alkyl group that 
is attached to the ring nitrogen (Le., that the -N(RaRb) group is not attached to the 
carbon atom alpha to the ring nitrogen). 

♦ 

15 Another sub-class of the preceding class of compounds of the present 

invention includes any compounds of Formula (H), wherein 

1 

Q is phenyl; 

-H, 

-N(RaRb), 

a 5- or 6-membered saturated heterocyclic ring containing from 1 to 3 
heteroatoms independently selected from N, O and S; which is 
optionally substituted with 1 or 2 substituents each of which is 
independently -Cl-4 alkyl or -C(=0)R a , or 

-N(R a HCH2)l-2-heteroaTomatic, wherein the heteroaromatic is a 5- or 
6-membered ring containing 1 or 2 N atoms; 

30 R2 is methyl; 



20 Tis: 



25 



(1) 
(2) 
(3) 



(4) 



R3 is -H; and 
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R4 is -CH2-phenyl, wherein the phenyl is optionally substituted with 1 or 2 
substituents each of which is independently -F, -CI, -Br, -Ci-4 alkyl, -CF3, -O-Cx-4 
alkyl, -SO2CH3, -SCH3, -N(CH3)2 or -OCF3; 

5 each Ra and Rb is independently -H, methyl or ethyl; and 

( , s is an integer equal to zero or 1; 

or a pharmaceutically acceptable salt thereof. 
10 In an aspect of this subclass, R4 is -CH2-phenyl, wherein the phenyl is 

optionally substituted with 1 or 2 substituents each of which is independently -F, -CI, 
-Br, -C1-4 alkyl, -CF3, -O-C1.4 alkyl, or -OCF3. 

Another class of compounds of the present invention includes any 
15 compound of Formula (T) 9 wherein 

Rlis-Rk; 

Rk is (i) a 5- or 6-membercd saturated heterocyclic ring containing from 0 to 1 oxygen 
20 atoms and from 1 to 3 nitrogen atoms or (ii) a bicyclic heterocycle which is a benzene 

ring fused to a 5- or 6-membeted saturated heterocyclic ring containing from 0 to 1 

oxygen atoms and from 1 to 3 nitrogen atoms; 

wherein the saturated heterocyclic ring or bicyclic heterocycle is 

optionally substituted with from 1 to 3 substituents each of which is independently 
25 (1) -Cl-4 alkyl, which is optionally substituted with from 1 to 4 

substituents each of which is independently halogen, 
-O-C1-4 alkyl, -O-Ci-4 haloalkyl, -C(=OJRa -C02R a > 
-SRa -S(=0)Ra -N(RaRb), -C(=O)-<CH2)0-2N(RaRb), 
N(R a >C(=OHCH2)0-2N(RbRC), -SC>2Ra 
30 -N(Ra)S02R b , -S02N(RaRb), OT -NCRa^CRb)^, 

(2) -OH, 

(3) -C(=0)Ra 

(4) -C02R a , 

(5) -C(=0)N(RaRb), 
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(6) -C(=0)-Ci-6 alkyl-N(RaRb), 

(7) -SRa 

(8) -S(=0)Ra 

(9) -S02Ra, 

5 (10) -N(RaRb), 

(11) -R™, 

(12) -Ci_4 alkyl-Rm, wherein the alky] is optionally substituted with 

from 1 to 4 substituents each of which is independently 
halogen, -OH, -CN, -Ci_4 haloalkyl, -O-Ci-4 alkyl, 
10 -0-Ci^haloaIkyl,-C(=0)Ra -C02R a ,-SRa, 

-S(=0)Ra -N(RaRb), -N(Ra)C02Rb, -S02Ra, 
-N(Ra)S02Rb, -S02N(R a Rb), or -N(Ra)-C(R b )=0, 

(13) -CO-4 alkyl-N(Ra)-Co_4 alkyl-Rm, 

(14) -Co-4alkyl-0-Co-4 alkyl-Rm, 
15 (15) -Co^alkyl-S-QM alkyl-Rm, 

(16) -C0-4 aIkyl-C(=0)-Ca4 alkyl-Rm, 

(17) -C(=0)-0-Q)-4 alkyl-Rm, or 

(18) -C(=0)N(Ra)-Co^ alkyl-Rm; 

l 

20 wherein each R m is independently -C3-6 cycloalkyl; aryl selected from phenyl and 
naphthyl; a 5- or 6-membered saturated heterocyclic ring containing from 1 to 3 
heteroatoms independently selected from N, O and S; or a 5- or 6-membered 
heteroaromatic ring containing from 1 to 3 heteroatoms independently selected from 
N, O and S, wherein any N is optionally oxidized to form an N-oxide; wherein 
25 the aryl is optionally substituted with from 1 to 3 substituents each of 

which is independently halogen, -C1-4 alkyl, -CF3, -O-Ci-4 alkyl, -OCF3, or 
-N(R*Rb) ; 

the saturated heterocyclic ring is optionally substituted with from 1 to 3 
substituents each of which is independently -Cl-4 alkyl or oxo, and is 
30 additionally optionally mono-substituted with phenyl, -(CH2)l-2-phenyl» 

-C(=0)-phenyl, -C02-phenyl, or -C02-(CH2)l-2i>henyl; and 

the heteroaromatic ring is optionally substituted with 1 or 2 
substituents each of which is independently halogen, -C1-4 alkyl, or oxo; 
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and all other variables are as originally defined above; 

or a pharmaceutically acceptable salt thereof. 

5 A sub-class of the preceding class of compounds of the present 

invention includes any compounds of Formula (T), wherein 

"■ Rlis: 





X 

\ a ^ ft „ 1" , N 

R 8 , R 8 . R 1 . R 8 R 8 ' 



n —n - I i Sr 





^% 8 W kJ v 




N 



10 R , > 8 , ^ u R 8 




R8 is: 

(1) -H, 

15 (2) -Ci_4 alkyl, which is optionally substituted with lor 2 

substituents each of which is independently -OH, -O-Ci-4 
alkyl, -OCF3, -C(=0)Ra, -C02Ra, -SRa, -N(RaRb), or 
-C(=0)N(RaRb), 
(3) -C(=0)Ra 
20 (4) -C02Ra, 

(5) -C(=0)N(RaRb), 
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(6) -C(=0)-(CH2)l-2-N(R^b), 

(7) -S02R a , 

(8) -(CH2)l-2-R m , 

(9) -(CH 2 )0-2-C(=OKCH2)0-2-R m , 
5 (10) -C(=O>O-(CH2)0-2-R m . or 

(11) -C(=O)N(Ra)-(CH2)0-2-R m ; 

• RlO is -H^H,-Ci^ alkyl, -O-Q^alky^ 
10 Rl2is 

(1) -H, 

(2) -Ci-4 alkyl, which is optionally substituted with 1 or 2 
substituents each of which is independently -OH, -O-Ci-4 
alkyl, -OCF3, -C(=0)Ra, -CC>2Ra, -SR a , -!Sr(RaRb), OT 

15 -C(=0)N(RaRb), 

(3) -C(=0)Ra,- 

(4) ^C02Ra, 

(5) -C(=OHCH2)l-2-N(RaRb),or 

(6) -S02Ra; 

20 

R2 is methyl; 

R3 is -H or methyl; 

25 R4 is -CH2-phenyl, wherein the phenyl is optionally substituted with from 1 to 3 
substituents each of which is independently fluoro, bromo, chloro, -OH, -Ci-4 alkyl, 
-C1-4 fluoroalkyl, -O-C1-4 alkyl, -O-Cl-4 fluproalkyl, -(CH2)l-2-N(RaRb), -S02R a , 
-(CH2)0-2-CO2Ra -(CH2)0-2-N(Ra)CO2Rb, -NO2, -SR a , -N(RaRb) or phenyl; and 

30 each Ra and Rb is independently -H or -C1-4 alkyl; 

or a pharmaceutically acceptable salt thereof. 

In an aspect of this subclass, R4 is -CH2-phenyl, wherein the phenyl is 

optionally substituted with from 1 to 3 substituents each of which is independently 
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fluoro, bromo, chloro, -OH, -Ci^ alkyl, -Ci-4 fluoroalkyl, -O-Ci^t alkyl, -O-CiU 
fluoroalkyl, <CH 2 )l-2-N(RaRb), -S02R* KCH 2 )0-2-CO2R a , 
.(CH2)0-2-N(Ra^O2R b , -NO2, or phenyl. 

5 Another class of the present invention includes any compound of 

Formula (US): 

O 

R 2 1 / OH 



O (HI); 



wherein R2 is: 

(1) -C1-6 alkyl, ; § . 

10 (2) ~Ci-6 alkyl substituted with -N(RaRb), 

(3) -Cl-6 alkyl substituted with phenyl which is: 

(a) optionally substituted with from 1 to 4 
substituents each of which is independently halogen, -Ci-4 
alkyl, -C1-4 haloalkyl, -O-Ci-4 alkyl, -O-Ci-4 haloalkyl, or 

15 -Q)-6 alkyl-N(R a R b ); and 

(b) optionally mono-substituted with -Cl-4 alkyl 
substituted with a 5- or 6-membered saturated heterocyclic ring 
containing from 1 to 3 heteroatoms selected from 1 or2N 
atoms, 0 or 1 O atoms, and 0 or 1 S atoms; 

20 wherein the heterocyclic ring is optionally substituted 

with from 1 to 3 substituents each of which is independently 
-Ci-6 alkyl, oxo, or a 5- or 6-membered heteroaromatic ring 

containing from 1 to 3 heteroatoms selected from 1 to 3 N 
atoms, 0 or 1 O atom, and 0 or 1 S atom; 
25 (4) -Cl-6 alkyl optionally substituted with -OH and substituted with a 5- 

or 6-membered saturated monocyclic heterocycle which contains from 
1 to 3 heteroatoms selected from 1 to 3 N atoms, Oor 1 O atoms, and 0 
or 1 S atoms; wherein the heterocycle is optionally substituted with 
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from 1 to 4 substituents each of which is independently -Cl-6 alkyl, 
-O-Ci-6 alkyl, oxo, or phenyl; or 
(5) -Cl-6 alkyl substituted with a 5- or 6-membered heteroaromatic ring 
which contains from 1 to 3 heteroatoms selected from 1 to 3 N atoms, 
5 0 or 1 O atoms, and 0 or 1 S atoms; wherein the heteroaromatic ring is 

optionally substituted with from 1 to 4 substituents each of which is 
independently -Cl-6 alkyl, -O-Ci-6 alkyl, oxo, or phenyl; 

and all other variables are as originally defined above; 

or a pharmaceutical^ acceptable salt thereof . 

A sub-class of the preceding class of compounds of the present 
invention includes any compounds of Formula OH) exactly as defined in the preceding 
15 class, except that when R2 is -Cl-6 alkyl substituted with -N(RaRb), it is with the 

proviso that -N(R*Rb) is not attached to the carbon atom in the -Cl-6 alkyl group that 
is attached to the ring nitrogen (i.e., that the -N(RaRb) group is not attached to the 
carbon atom alpha to the ring nitrogen). 

20 Another sub-class of the preceding class of compounds of the present 

invention includes any compounds of Formula (HI), wherein 

R2is: 

(1) -Cl-4 alkyl, 
25. (2) KCH2)l-3-N(RaRb), 

(3) -(CH2) 1-3-phenyl, wherein the phenyl is: 

(a) optionally substituted with from 1 to 3 
substituents each of which is independently fluoro, chloro, 
bromo, -Ci-4 alkyl, -CF3, -O-Ci-4 alkyl, -O-CF3, or 

30 -(CH2)l-3-N(RaRb); and 

(b) optionally mono-substituted with 
-(CH2)l-3-saturated heterocycle which is a 5- or 6-membered 

saturated heterocyclic ring containing from 1 to 3 heteroatoms 
selected from 1 or2 N atoms, 0 or 1 O atoms, and 0 or 1 S 
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atoms, wherein the heterocyclic ring is optionally substituted 
with from 1 to 3 substituents each of which is independently 
-Ci-4 alkyl or pyridyl; 

(4) -(CH2) 1-3-saturated heterocycle, wherein the ~(CH2)l-3- moiety is 

5 optionally substituted with an -OH and the saturated heterocycle is a 5- 

or 6-membered saturated monocyclic heterocycle which contains from 
1 to 3 heteioatoms selected from 1 to 3 N atoms, 0 or 1 O atoms, and 0 
or 1 S atoms; wherein the heterocycle is optionally substituted with 
from 1 to 3 substituents each of which is independently a -C1.4 alkyl; 

10 or 

(5) -(CH2)l-3-pyridyl; 

R3 is -H or methyl; 

» 

15 R4 is -CH2-phenyl, wherein the phenyl is optionally substituted with from 1 to 3 • 
substituents each of which is independently fluoro, bromo, chloro, -OH, -Ci-4 alkyl, 
-C1-4 fluoroalkyl, -O-Ci-4 alkyl, -O-Ci-4 fluoroalkyl, -(CH2)l-2-N(RaRb), -S02R a , 
-(CH2)0-2-CO2R a , -<CH2)0-2-N(R a )CO2R b , -NO2, -SR a , -N(R a Rb) or phenyl; and 

20 each R a and Rb is independently is H or -C1-4 alkyl; 



or a pharmaceutically acceptable salt thereof. 

In an aspect of this subclass, R4 is -CH2-phenyl, wherein die phenyl is 

optionally substituted with from 1 to 3 substituents each of which is independendy 
25 fluoro, bromo, chloro, -OH, -Ci-4 alkyl, -Cm fluoroalkyl, -O-Ci-4 alkyl, -O-C1.4 
fluoroalkyl, -(CH2)l-2-N(RaRb), -S02R a -(CH2)0-2-CO2R a , 
-(CH2)0-2-N<Ra)CO2R b , -NO2, or phenyl. 

Another class of compounds of the present invention includes any 
30 compound of Formula (I), wherein 

Rl is -C(=0)NH-(CH2)l-2-R k ; and 



Rk is (i) a 5- or 6-membered saturated heterocyclic ring containing from 1 to 3 
35 heteroatoms independently selected from N, O and S, or (ii) a 5- or 6-membered 
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heteroaromatic ring containing from 1 to 3 heteroatoms independently selected from 
N,OandS; 

and all other variables are as originally defined above; 

5 

or a pharmaceutical^ acceptable salt thereof. 

A sub-class of the preceding class of compounds of the present 
; invention includes any compounds of Formula Q), wherein 

Rl is -C(=0)NH>(CH2)l.2-R k ; and 

Rk is (i) a 5- or 6-membered saturated heterocyclic ring containing from 1 to 3 
heteroatoms independently selected from N, O and S, or (ii) a 5- or 6-membered 
15 heteroaromatic ring containing from 1 to 3 heteroatoms independentiy selected from 
N,OandS; 

R2 is methyl; 

20 R3 is -H or methyl; 

R4 is -CEfc-phenyl, wherein the phenyl is optionally substituted with from 1 to 3 
substituents each of which is independently fluoro, bromo, chloro, -OH, -Cl-4 alkyl, 
-C1.4 fluoroalkyl, -O-Ci-4 alkyl, -O-Cl-4 fluoroalkyl, <CH2)l-2-N(R a Rt>), -S02R a , 
25 -(CH2)0-2-CO2R a , -(CH2)0.2-N(Ra)CO2Rl>, -NO2, -SR a > -N(RaRb) or phenyl; and 

each R a and Rt> is independently -H or -Cl-4 alkyl; 

or a phannaceutically acceptable salt thereof . 
30 In an aspect of this subclass, R* is -CH2-phenyl, wherein the phenyl is 

optionally substituted with from 1 to 3 substituents each of which is independently 
fluoro, bromo, chloro, -OH, -C1-4 alkyl, -C\-4 fluoroalkyl, -O-C1-4 alkyl, -O-C1-4 
fluoroalkyl, -(CH2)l-2-N(RaRb), -S02R a , <CH2)0-2-CO2R a , 
-(CH2)0-2-N(R a )CO2R b , -NO2, or phenyl. 
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It is to be understood that additional embodiments of the present 
invention include, but are not limited to, compounds of Formula I wherein each of 
two or three or more of R 1 , R 2 , R 3 , R 4 , R a , R b , R c , R d , R k and R m is independently 
defined in accordance with its definition in one of the embodiments or an aspect 
5 thereof as set forth above, or in accordance with its definition in one of the foregoing 
classes set forth above or a sub-class or feature thereof. Any and all possible 
combinations of these variables in Formula I are additional embodiments within the 
scope of the present invention. 

10 An aspect of the present invention is a compound selected from the 

group consisting of 

N-(2^thoxybenzyl)-5-hydroxy-l-m 

dihydropyrimidine-4-carboxamide; ♦ 

15. 

N-(23-dimethoxybenzyl>5-hydro^ 
dihydropyrimidine-4-carboxamide; 

N^23-dimethoxybenzyI>2-{4-[(dimethylamino)methyl] 
20 methyl^-oxcHl,6-<hhydropyiim 

N-(4-fluon>benzyl)-2-{4-[(dira 
oxo~l,6-dihydropyrimidine-4K:arboxamide; 

25 N^23-dimethoxybenzyl)-5-hydro^ 
ylmethyl)phenyl]-l,6-<iihydto 

NK4-fluorobenzyl)-5-hydroxy-l-meft^^ 
1 ,6-dihydmpyrimidine-4-carboxamide; 

30 

N-(4-fluorobenzyl)-54iydroxy-lHme^ 
1 ,6^hydropyiimidine-4-carboxamide; 



N^23-<toethoxybenzyl>54iydn)^^^ 
35 oxo-l,6-dihydropyrimidine-4^arix)xamide; 
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N^4-fluorobenzyl>5-hy^ 
1 ,6^1ihydropyrimidine-4^ 

5 N-(4-fluorobenzyl)-54ty^ 

yI)metbyl]phenyl}-6^xo4,6-dihyd^ 

2- { 4-[(diethylainino)methyl]phenyl } -N^23-<i™^thoxybenzyl)-5-hydroxy-l-methyl- 
6-oxo- 1 ,6-dihydropyrimidine-4^ 

10 

2-{4-[(diethylamino)methyl]phenyl } -N-(4-fluorobenzyl)-5-hydroxy- 1 -methyl-6-oxo-- 
1 ,6-dihy dropyiiaudme-4-cai^ 

2-[(dimethylainino)(phenyl)methyl]-N-(4-fluoro 
15 l,6-<Khydropyriniidm^ 

N^4-fluombenzyl)-2-[(4-formylpipera2in-l-yl) 
6-oxo-l ,6-dihydn>pyi±Qoi 

20 N-(4-fluoroberLzyl)-5-hydroxy- l-methyl-6-oxo-2-{ phenyl [(pyridin-3- 
ylmethyl)amino]methyl }-l,6-dihydropyrimi<^ 

2-benzyl-H2^dimethylai^ 
dihydropyrimidine-4^arboxaiiu 

25 

1- [2^dimethylamino)eth^^ 
1 ,6niihydropyriirridm 

NK4-flucn*>benzyl)-5^ 
30 dihydropyiiirddine>4^arboxamide; 

2- benzyl-N-(23-<liin^oxyb 
dihydropyriimdm&4^ 
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2-{4-[(4^thy]piperazd^ 
6^xo-l,6-dihydropyrimidine-4^arboxaniide; 

N<4-fluorobenzyI)-54i^^ 
5 yl)methyl]phenyl}-l,6-^ydro^ 

N-(4-fluorobenzyl)-5-hydro^ 
caiboxamide; 

10 N^23-dimethoxybenzyl>5-hydroxy-l-methyW >6-dihydropyrimidine-4- 
carboxamide; 

N-[4-fluorch2^trifluoromethyl)ben2y]]-5-hydroxy-l-me 
dihycfropyrimidine-4K^iboxamide; 

15 

N-{3^hIorcMMnethyIben^ 
caiboxamide; 

. 5-hydroxy-N-[(lR^>2-hyd^ 
20 methylpipera2an-l-yl)met^^ 

N^4-fluoiobenzyl>5-hydroxy-2<4-{ [(2R>2^methoxymethyl)pyrrolidiii-l- 
yI]methyl}phenyl)-l-methyl-6^ 

25 NK4-fluorobenzyl)-5-hydioxy-2-(4-{ [(2S)-2^methoxyme%l)pyrrolidin-l-. 
yl]methyl }phenyl>l-methyl-6<>xo-l,6H^ 

N^4-fluoxobenzyi)-2-<4~{ [(4-fluorobenzyl)am^ 
methyl-6K)xo^,6-dihydropyi^^ 

30 

24>enzyl-N-(4-fluoiobe^^ 
dihydropyrimidine-4-<^oxamide; 



l-[2^dimethylamino)e^ 
35 dihydropyriioidiae-4K^iboxamide; 
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N-(4-fluorobenzyl>-5-hydroxy--6K)xo-l ~(pyridin-3 -ylmethyl)- 1 ,6-dihydropyrimidine- 
4-carboxamide; 

5 2-beiizyl-NK4-fluoiob^ 

dihydropyrinudine-4-caiboxamide; 

2-beir^l-N^4~fluoro^ 
dihydtepyrimidine-4^aiboxamide; 

10 

2-(l-tenzylpiperidin-2-yl)-N^^ 
dihydropyrimidine-4^arboxamide; 

N-(4-fluorobenzyl)-5-hydrOT ( 
15 dihydropyriniidine-4^aitK)xaiDide; 

2-(l>beraylpiperidin~3-yI)-N^4-fluorobenzyl)-5-hydro , 
dihydropyrimidine^l-carboxamide; 

20 l-{3-[(dimethylamino)m^ 

dihydn>pyriniidine-4^arboxamide; 

N^23-<Hmethoxybenzyl)-l-[2-(dimethyIamm 
dihydropyrimidine-4-^^ 

25 

N<23-dimethoxyben2yI)-5^^^ 
dihydropyiimidine-^^ 

N4-(4-fluorobenzyl)-5-ty 
30 dihydropyrimidine-2,4^cajix)xaimde; 

NK4-fluorobenzyl>54iydro^ 
dihydropyrimidine-4^ 
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N-(4-fluorobenzyl)-5-hyto 
dihydropyriirudine-4^aiboxamide; 

NK4-flucm>bei^ 
5 l,6^iihy<iropyiimi^ 

N^4-flucroben^l)-5-hyd^ 
yl)methyl]benzyl}-l,6-dihyd^^ 

10 N-(4-fluorobenzy^^ 

dihydropyriinidine-4^arboxamide; 

N^4-fluorobenzyl>54i^^ 
yl)methyl]benzyl}-l,6-<^ 

15 

N<4-fluorobenzyl)-5-hydro^^ 
dihydix)pyrimidine-4-carboxam 

N4<4-fluorobfcnzyl^^ 
20 dihydropyriiiiidine-2,4^caiiK)xamide; 

N^4-fluoiobenzyl)-54iy^ 
dihydropyrimidine-4-<^rboxaniide; 

25 N<4-fluoiobenzyl^ fi^ 
dihydropyrimidine-4K^rboxamidc; 

N^4-fiuoroben2^1)-5-hyd^^ 
dihydropyriniidine-4^aiboxaim 

30 

2^2,2-diinethoxye^^ 
dihydropyrimidin^ 



35 



2K23^y^lH-indol-2-yl>N^^ 
(Hhydropyiimi(Kne-4^aiboxamide; 
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2-[2K4~benzoylpiperazdn-l-yl^ 
1,6-dihydiopyriimd^^ < 

5 2-[l-(N^-dimethylglycyl^^ 

oxo-l,6^iihydrDpyrimidine-4-caiboxajiiide;^v V; 

N<4-fluorobenzyl>54iydrox 

oxo- 1 ,6Klihydropyriini(fine-4^arboxaiiiide; 

10 

N<4-fluorobeirzyl)-5-hydro^ ; 
l,6niihydropyriinidine-4-c^ , : : . , 

NK4-fluorotenzyl)-5-h^^ 
15 6-oxcKl,6-dihydropyrimiriine-4^ ' - ■ • 

tert-butyl (2S/lR)-4-(beiizyloxy)-2<4^ 

1- methyl-6-oxo-l ,6KKhydropyrimidin-2-yl)pyiro . 

20 tert-butyl (2S,4R)-2<4-{[(4-fIuoro^ 
oxo-1 ,6-dihydropyrinrid^^ 

2- [(2S/lR)^(benzyloxy)p^^ 

oxo-l,6-dihydiopyriinidine^^arb I 

25 . 7 • . 'I';'; :' . . . [••].}. . V-'V 

NK4-fluorobenzyl)-5-h^^ 
1 ,6^1ihydropyrimidine-4-carboxainide; 

N-(4-fluon>benzyl)-54i^^ 
30 methyl-6-oxo-l,6-dihydr^ 

2-[(2S/tR>4-(ben2yto^^ 

methyl-6-oxo-l,6-d^ydropyrM y^;' v ". s ; . V ; ;0 / 
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2-[(2S,4RH-benzoyl^(b^ 

methyl-6-oxo-l , 6-dihydn>pyriinidine-4^arboxaiixide; 

2-[l-(N^-d^ 
5 l-methyl-6^xo-l,6-dihydropy^^ 

2-{14Kmzoyl-2,3Klihydn>ffi-in^^ 
oxo-1 ,6-dihydropyriirddine-4^arbox 

10 N<4~fluorobenzyl)-5-hydro^ 
dihydro-lH-indol-2-yl]-l,6^ 

tert-butyl3-(4-{[(4-flu^^ 
dihydropyrirnidiii-2-yl^^ 

15 

N<4-fluorobenzyl)-5-hyd^ 
dihydropytimidine-4-car^ 

(+)-N^4-fluoiDbenzyl>5-hydtoxy-l-methyl-2<4-meth^ ,6- 
20 dihydiopyiimidine-4^ait)oxataide 

(-)-NK4-fluaro^^ 
dihydropyrimidine-4-carboxainide 

25 2-(l-ethyl-23Hiihydn>-m^^^ 

. 1 ,6-dihydropyrimi dine^4-carix)xaraide; 

2Kl-benzoylpiperidin-2-yl^^ 
(Hhydropyrimidine-4^arboxamide; 

30 

N-(4~fluorobenzyl)-5-ty^ 
2-yl]4,6-dihydropyrim 

• N-(4-fluorobei^ 
35 yl>6-oxo-l,6-dihydropyriim^ 
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2-(l-benzoylpynx>lid^ 
dihydropyrimidine-4^arboxanude; 

5 N<4~fluoiobenzyl)^ 
2-yl]-l,6-dihydropyriim 

N<4-fluoiobenzyl>5-ty 
dihydropyrimidine-4^arboxamide; 

10 

2^(2S,4R)^(ben2yloxy)^ 
fluorobenzyl)-54iydiTOy-l-methy]-^ 

2H^dimethylanuno)-2-pte 
15 1,6-dihydropyrimid^ 

2-[(2S/JRH~benzoyl^hydroxy^^ 
methyl-6-oxo-l ,6Kiihydropyrinudm^ 

20 NK4-fluorobenzyl)-54iydra 
oxo-1 ,6-dihydropyrimidin^ 

N<4-fluorobenzyl>5-hydro^^ 
oxo-l > 6^1ihydropyriiiiidine-4-car^ 

25 

2-[l^JN^iimethylglycyl)pyrroKd^^ 
oxo-l,6-<fihydiopy^^ 

2-{H(6-bromopyridin-2^ 
30 l-methyl-6-oxo-l ,6^hydropyrimidine-4^aitK3xairude; 

N^4-fluorobenzyl)-5-hy^ 
dihyd^yrinudin^ 
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2-(l-benzoyl^methylpiperazi^ 
1,6-dihydiopyiiniito 

N-(4-fluoioben2yl)-5-hyto^ 
5 tetrahydroquinolin-2-yl^l ,6-dihydiopyrimi^ 

2-(l-acetylpym)UdiB-2-yl>N^4-fluoroben2yl)-5-hydroxy-^ -methyl-6-oxo- 1 ,6- 
dihydropyriinidine-4-carboxamide; 

10 2-[Hcyclopropylcarf>onyty 

oxo-l,6-dihydropyrijnDidine-4^ai^ 

N^4-fluorobenzyl)-54iydro^ 

1 ,6^hydiopyrimidine-4-carboxamide; 

15 

N-(4-flu6robenzy])-5^ydroxy-l-methyl-2-{ l-[(4-methylmoipholin-3- 
yl)cari>onyl]pyrrolidin~2-yl}-6-oxo-l ,6-<lihydropyriinidine-^^ 

2-(l,4-dimethylpipe^ 
20 dihydropyriinidine-4-carboxamide; 

NK4-fluoroberazyl>5-hydro^ 
2-yl]-l,6-dihydropyriniid^ 

25 2-[(2S,4RH-aretyl^Hbe^ 
methyi-6-oxo-l/S-dihydrop)^^ 

N-(4-fluorobenzyl)-5-hydrox^ 
dihydropyriiiudine-4K^itK)xaim 

30 

2-{ l-[(ethylamino)caibonyy^ }-N-(4-fluorobenzyi>5-hydroxy-l-methyl- 
6^xo-l,6Klihydropyriinidm^ 

NK4-fluoroben^ 
35 yl)CTibonyl]pym>Hd^ 
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2-[(2S,4R)-l-acetyl^hyto^ 
methyl-6-oxo4,6Klihydrop^ 

5 241-(anilincrcarbonyl)pyro 
1 ,6-dihydropyriirudin^ 

i' 

2-(4^thyI-l-methylpiperazin-2-y^^ 
1 ,6-dihydippyrimidine-4^aiboxanride; 

10 

N-(4-fluorobenzyl>5-hycto^ 
yI)rartK)nyl]pymHdm-2^ 

i ■■ ' • ' : *."'■"'.'•- - ; 

N^4-fIuorobenzyl)-5-hydroxy-l-m 
15 2-yl]-l ,6-dihydropyrimidine^^aiboxamide; 

2~[(4R)-3-acetyl-13-tWazoUdin^yl]-N^4-fluorobenzyl)-5-hydro 
1 ,6-dihydropyrimidine-^ 

20 N-(4-fluon>ben2yl)-54iyd^ 

yl]-6-oxo-l ,6-dihydiopytimidine-4^arboxamide; 

NK4~fluorobenzyl)-5-h^^ 
dihycfropyriinidine-4-caiboxanu 

25 

N-[4-fluoio-2<methyk^ 
ylcaibonyI)pynt)Udin-2-yl]-l ,6niihydro 

2Kl-2MS^lpyn^Kdin-2-yl>^ 
30 methyWK>xo-l,6KHhydropyri^ 

2^3-acetyl-13-thiazoUdin-2-yl)-^^ 
dihyctopyriinidin^ 
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2-[l-(acetylao^o)-l-met^ \ 
1 ,6-dihydropyrimidine-4K:arboxamide; 

2-(l-acetylpym)Udin-2-yl)-^^ . ;;\ 

5 dihydiopyrimidine-4K:arboxamide; 

2-(4-acetyl-l-methylpip^ 
1 ,6-dihydropyriinidine-4-ca*^ 

10 N-(4-fluorobenzyl>5-hydroxy-l-m 
ylcarbonyl)piperazin-2-yl]^ 

2-(l-acetylpynx)Udin-2-yl)-5-hy<to^ 
dihydropyrimidine-4^aiboxamide; 
15 ' ' 

N-(4-fluorobenzyl>5-hydro 
methylethyl }-l-methyl-6-oxcHl,6^^ 

2-[l-benzoyI^(pyrazin-2-yl^ 
20 1 -methyl-6-oxo 1 ,6HKhydropyrimidine-4^arboxaniide; 

2-(4-benzoyl-l-methylpipe^^ 
l,6-dihydropyrimidine-4-«ri>ox 

25 2-[4-(benzyloxy)-l^yraz^ 

■ /■ , 

hydroxy- l-methyi-6-oxo-l,6-dihydro 

2-{l-aretylpyirolicfin-2-yl)-N^ 
dihydropyrimidine-4-caiboxaimde; 

30 •= ' r ■ iy:' 

2-(l-acetylpym>Hdin-2-y^ 
dihydropyrimidine-4-carboxamide; 

Nl-[H4-{ [(4-fluorobeiEyl)an^ 
35 dihydbropyriniidm^ 
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2-(l-acetylpyrrolidiii-2-yl)-N42^ 
l,6-dihydit)p)dmidine^arboxami(k; 

5 2-[(2S)4-acetylpyrroHdii^ 

dihydropyrimidine-4K^oxamide; 

N-(4-fluoiobenzyI)-5^ 

1- methyl-6oxo-l ,6Hjihydropyrimidine-4^aiboxamide; 

10 

N-[l-(4-{[(4-fluorobei^ 

dihydn>pyrimidin-2^^ [l,3]thiazole-6-catboxamide; 

2- [(2S,4SH-acetyl^fluoropyro^ 
15 6HDxo-l,6-dihydropyrim 

N-(4-£luarobenzyl)-5-hydroxy-l-methyl-2-{ l-methyl^[(l-methyl-lH-imidazol-2i-- 
yl)carbonyl]piperazin-2-yl}-6-oxo-l ,6-dihydropyriinidine-4^arboxamide; 

20 N^4-fluorobenzyl>5-ty^ [(5-methyH,3,4-oxadia2X)l- 
2-yl)carbonyI]anrino}etiiyl)-^ 

Nl-{ l-[4-({ [4-fluoro-2^methylsulfonyl)benzyl]aimno}caibon^ 
methyI-6H3xcHl,6-dihydro^ 
25 dimethylethanediamide; 

2<4-acetyl-l^-dimethylpipera2an-2-yl)-N^4-fluora 
oxo-1 ,6-dihydropyrimidine^^ 

30 N^4~fluorobenzyl)-54iydroxy-l-me^ 
ylcarbonyl)pyrroHdin-2-y^ 

NK4-fluorobenzy^^ 
ylcarbonyl)pyiioUdin-2-yl]-l,^^ 

35 
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N-(4-fluorobenzyl)-5-hycto 

ylcarbonyl)amino]ethyl}^oxo-l ? 6-dihydropyrimidine 

2-[(2R,4R)-l-acetyl^methox 
5 methyl-6K)Xo-l,6-dihydropyr^ 

2-{l-[(dimethylamino)(oxo)ac^ 
methyl-6-oxo-l ,6^iihydtopyrimidine-4^ait)Oxaim 

10 N-{ l-[4-({ [4-fluoro-2^methylsulfonyty^ 
6K)xo-l,6-dihy<fropyrinu^ 
carboxamide; 

2-[(2R,4R>l-benzoyl^methoxypyn-olidin-2-yl]-NK^ ♦ 

. ♦ 

15 methyl^K>xo-l,6-dihydropyrimidm 

NK4-fluorobenzyl)-54iydro^^ 
methyl-6^xo-l,6-dihydropy^^ 

20 2-[l,2Klimethyl-4^methylsulfonyl)piperazin-2^ 
methyl^K>xo-l,6-«fihydit^ 

N<4-fluorobenzyl>5^^^ 
methyW^xo-l,6-dihydropyriim 

25 

N<4-fluorobenzyl>54iydr^ 
yl } -6HDXCHl,6^Jihydro^ 

2^(2S)-l-aretyM/I^fluoropyro^ 
30 6^xc^l,6-<fihydropyriinidme-4^ 

2-[(2R,4R>l-acetyI^thoxypyrroKdin-2-yl]-N<4-fluoro 
methyl-6^xo-l,6-dihydropyi^ 
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2-[(2SM»^^uoio-l-methylpy^ 
methyl-6-oxo-l,6-dihydropyrim 

N-(23-diinethoxybenzyl>54iydroxy-l-methyl 
5 ylcarbonyl)pym>Udin-2-y^^ 

N^4-fluon>benzyl>5^ [morpholin-4- 
yl(oxo)aretyl]amino}ethyl>6^ 

10 2-{(2R^RH-[(dime^^ 

fluorobenzyl)-5-hydn>xy-l-^ 

24(2SM/Wifluoro-l-(py^^ 
hydroxy-l-methyl^-oxo-l,6-d^ 

15 

N-(4-fluorobenzyl>5-hydroxy- 1 -methyl-2-{ (2S,4S)-l-methyI-4- 
[(methylsuJf onyl)amino]pyrrolidin-2-yl } -^xo-1 ,6Klihydropyriinidine-4- 
caiboxamide; 

20 2-{ H(^^ylamino)sulfonyfl^^ 
methyl-6K>xo-l/>-dihydropyii^ 

2-{(2R,4R)^thoxy-H(me%^ 
fluorobenzyl)-5-hydroxy-l-me^ 

25 

2-[(2SH»4-<^uoro-l-(pyridazin-3-ylcarb 
hydn>xy-l-me1hyl-6-oxo-l,^^ 

2-[(2S)-4,4-dffluaro-l^^ 
30 hydroxy-l-methyl^K>xo-l,6^hyc^ 

2-{(2S)-l-[(dimethylan^ 
fluoiobenzyl>5-hydroxy-l-m^^ 
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N-(4-fluorobenzyl)-5-ty^ 

2-yl } -6-oxo- 1 ,6-dihydropyrimidin^^aiboxam 

2-{(2S)-l-[(dimethylamino)(oxo)are^ 
5 hydroxy-l-methyl-6^xo-l,6-^ydropy^^ 

2-{ (2S)-l-[(dimethylamino)(oxo)acetyl]pyrro 
methoxybenzyl>54iydroxy-lHnQ^^ 

10 Nl~[l-(4-{ [(4-fluo;robenzyl)aiiim^ 
dihydropyrinudin-2-y^ 

2-[(2S)-l-acetylpyrroHdin-2-yl]-NK4-fluorcH2-me 
6-oxo-l ,6-dihydropyrinudine-4-caibo 

15 

N^4-fluorobenzyl)-2-[(2S^ 
, 6-oxo-l ,6-<lihydropyriinidine-4^arboxanude; 

2-{(2S,4S)-H(dimethylan^ 
20 fluorobenzyl)-5-hydtoxy-l-methyW^x 

Nl-[l-(4-{ [(3-cMoro^fluorobenzyl)amm^^ 
1,6-dihydropyiimidto-^ 

25 and pharmaceutical^ acceptable salts thereof. 

Another aspect of the present invention is a confound selected from 
the group consisting of: 

30 NK4-fluorobenzyl)-5-hydroxy-l-^ 

2-yl]-l,6^hydropyrimidine-4^aiboxatoide; 

2-[(2S,4RH-tenzoyl-44iy^ . 
methyl-6-oxo-l ,6Klihydropyrimidine4K^rboxamide; 

35 
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N-(4-fluonobenzyl)-5-hydroxy- 1 -methyl-2- { l-[(l-oxidopyridin-2- 
yl)carbonyl]pyrrolidin-2-yl } -6-oxo-l ,6Kiihydropyrurddine-4^arboxamide; 

2-(l-acetylpyrroHdin^ 
5 dihydropyrimidine-4-cai^oxaim 

2-[(2S/*R)^(bemzyIoxy)-l-^^ 
,i . 

fluarobenzyl)~5-hydroxy-l-meaiyl-6-oxc>-l ,6^iihydropyriinidine-4-carboxamide; 

10 N-(4-fluoroben2yl)-5-hydro^ 

dihydropyrimidine-4-carboxamide; 

(+0-N<4-flucnx)benzy^ 
dihydropyrimidine-4-carboxamide 

15 

(-)-N^4-fluorobenzy^ 
dihydropyrimidine-4-caiboxamide 

N^4-fluorobenzyl)-5-hyd^ 
20 2-yl]-l,6-dihydropyii^ 

N-(4-fluoiobenzyl>5-hy^ 

tetrahydroquinolin-2-yl]-l ,6-dihydropyrimidine^4^aiboxamide; 

25 2-[(2S,4R)-l-benzoyl-4-(benzyloxy)pyiTo 
methyl-6K>xcHl,6Kiihydro^ 

2-[(2S,4R)-l-acelyl-4-(benzyloxy)pyiTO ; 
methyl-6-oxol ,6^hydropyriirudine-4^aiboxamide; 

30 '-;'*/' 

N-(4-fluorobenzyl)-5-hydro^ 

2-yl]-l > 6-dihydropyrimidine-4^aiboxamide; ? : ; V 

N-(4-fluorobenzyl)-5-hyd^ 
35 d^ydropyriroi<Kne-4^iboxamide; 
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2Kl,4H3imethylpipera^ 
dihydropyrimidine^^ 

5 N-(4-fluorobenzyl)-5--hydroxy-l~methyl-2-{ l-[(l-methyHH-iinidazol-2- 
yl)caibonyl]pyrroMdin-2-^^^ 

2~(l-benzoylpyiroUdin-^^^ 
dihydropyrimidine-4-carboxamide; 

10 

N<4-fluOTobenzyl)-5-hydro^ 

1 ,6-dihydropyrinridine-4-caiboxaim 

2-[(4R)-3-acetyl-13-thi^ 
15 l,6^hydn>pyriinidine-4K^oxamide; 

2-{H(ethylamino)ca^^^ 
6^xcnl,6-<Iihydn>pyrim 

20 2-(4^thyl-l-methylpipera2in-2^ 

1 ,6Klihydropyriinidine-4K:aiboxainide; 

2-[(2S,4R>4^nzyloxy>l-methylpycix)Udin-2-yy 
methyl-6-oxo- 1 ,6^iihydropyrimidine-4-carb^ 

25 

NK4-fluorobenzyl^ 
dihydro-lH4i)dol-2-yl]-l ,6^hyd^ 

N^4-fluorobenzyl>5^ 
30 6HDxo-l,6-dihydiopyrimidm^ 

N<4-fluwt)benzyl)-5-^ 
yl)-6-oxo-l ,6-dihydropyrimidin^ 
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2-[Hdmethylamino^ 

1 ,6-dihydxopyrimidine-4-ca^ 

2-[(dintethylamino)(phenyl)me 
5 1 ,6-dihydropyrimidine-4-c^ 

N-(2,3-dimethoxybenzyl>5-hydioxy-l-^^ 
oxo-l,6^dihydK)pyrimidine-4-carboxam 

10 and pharmaceutically acceptable salts thereof. 

Other embodiments of the present invention include the following: 

(a) A pharmaceutical composition comprising a compound of 
Formula (I) and a pharmaceutically acceptable carrier. 

(b) A pharmaceutical composition which comprises the product , 
15 prepared by combining (e.g., mixing) an effective amount of a compound of Formula 

(J) and a pharmaceutically acceptable carrier. 

(c) The pharmaceutical composition of (a) or (b), further 
comprising a therapeutically effective amount of an HIV infection/AIDS treatment 

• agent selected from the group consisting of HIV/AIDS antiviral agents, 
20 immunomodulators, and anti-infective agents. 

(d) The pharmaceutical composition of (c), wherein the HIV 
infection/AIDS treatment agent is an antiviral selected from the group consisting of 
HIV protease inhibitors, non-nucleoside HIV reverse transcriptase inhibitors, and 
nucleoside HTV reverse transcriptase inhibitors. 

25 (e) A combination useful for inhibiting HIV integrase, for treating 

or preventing infection by HIV, or for preventing, treating or delaying the onset of 
AIDS, which is a therapeutically effective amount of a compound of Formula 09 and a 
therapeutically effective amount of an HTV infection/AIDS treatment agent selected 
from the group consisting of HTV/AIDS antiviral agents, immunomodulators, and 

30 anti-infective agents. 

(f) The combination of (e), wherein the HIV infection/AIDS 
treatment agent is an antiviral selected from the group consisting of HTV protease 
inhibitors, non-nucleoside HTV reverse transcriptase inhibitors and nucleoside HIV 
reverse transcriptase inhibitors. 
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(g) A method of inhibiting HIV integrase in a subject in need 
thereof which comprises administering to the subject a therapeutically effective 
amount of a compound of Formula (I). 

(h) A method of preventing or treating infection by HIV in a 

5 subject in need thereof which comprises administering to the subject a therapeutically 
effective amount of a compound of Formula (I). 

(i) The method of (h), wherein the compound of Formula (I) is 
administered in combination with a therapeutically effective amount of at least one 
antiviral selected from the group consisting of HIV protease inhibitors, non- 
10 nucleoside HIV reverse transcriptase inhibitors, and nucleoside HIV reverse 

transcriptase inhibitors. 

(j) A method of preventing, treating or delaying the onset of AIDS 
in a subject in need thereof which comprises administering to the subject a 
therapeutically effective amount of a compound of Formula (I). 

15 (k) The method of (j), wherein the compound is administered in 

combination with a therapeutically effective amount of at least one antiviral selected 
from the group consisting of HIV protease inhibitors, non-nucleoside HIV reverse 
transcriptase inhibitors, and nucleoside HIV reverse transcriptase inhibitors 

Q) A method of inhibiting HIV integrase in a subject in need 

20 thereof which comprises administering to the subject the pharmaceutical composition 
of (a), (b), (c) or (d) or the combination of (e) or (f). 

(m) A method of preventing or treating infection by HIV in a 
subject in need thereof which comprises administering to the subject die 
pharmaceutical composition of (a), (b), (c) or (d) or the combination of (e) or (f). 

25 (n) A method of preventing, , treating or delaying the onset of AIDS 

in a subject in need thereof which comprises administering to the subject the 
pharmaceutical composition of (a), (b), (c) or (d) or the combination of (e) or (f). 

The present invention also includes a compound of the present 
invention (i) for use in, (ii) for use as a medicament for, or (iii) for use in the 

30 preparation of a medicament for (a) inhibiting HIV protease, (b) preventing or 
treating infection by HIV, or (c) preventing, treating or delaying the onset of AIDS. 
Id these uses, the compounds of the present invention can optionally be employed in 
combination with one or more HIV/AIDS treatment agents selected from HIV/ADDS 
antiviral agents, anti-infective agents, and immunomodulatory 
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Additional embodiments of the invention include the pharmaceutical 
compositions, combinations and methods set forth in (a)-(n) above and the uses set 
forth in the preceding paragraph, wherein the compound of the present invention 
employed therein is a compound of one of the embodiments, aspects, classes, sub- 
5 classes, or features of the compounds described above. In all of these embodiments, 
the compound may optionally be used in die form of a phannaceutically acceptable 
salt 

As used herein, the term "Ci_6 aDcyl" (or "Ci-Q; alkyr) means linear 
or branched chain aDcyl groups having from 1 to 6 carbon atoms and includes aD of 
10 the hexyl alkyl and pentyl alkyl isomers as well as n-, iso-, sec- and t-butyl, n- and 
isopropyl, ethyl and methyl. "Ci-4 alkyl" means n-, iso-, sec- and t-butyl, n- and 

isopropyl, ethyl and methyl. 

Hie term "Co" as employed in expressions such as "Q)-6 alkyl" means 
a direct covalent bond. For example, when Rl in Compound I is -Co-6 alkyl-O-Co-6 
15 alkyl-Rk, then Rl is -O-Rk when both alkyl groups are Co alkyl. Similarly, when' an 
integer defining the presence of a certain number of atoms in a group is equal to zero, 
it means that the atoms adjacent thereto are connected directly by a bond. For 

example, the compound of Formula QJ) has T as a substituent at the 2- 
position of the pyrimidinone ring, wherein s is an integer equal to zero, 1 or 2. When 

20 s is zero, the substituent has the foUowing structure: T 

The term "-Ci-6 alkyl-" refers to a Ci to Qj linear or branched alkyl 
group as just deigned which is bivalent It can alternatively be referred to as w Cl-6 
alkylene" or "Ci-g alkanediyl". A class of alkylenes of particular interest with respect 
to the invention is -{CH2)l-6-, and sub-classes of particular interest include -(CH2)l- 
25 4-,^CH2)l-3-,^CH2)l-2-,and-CH2-. 

The term "C2-5 alkynyl" (or "C2-C5 alkynyl") means linear or 

branched chain alkynyl groups having from 2 to 5 carbon atoms and includes all of the 
pentynyl isomers as weD as 1-butynyl, 2-butynyl, 3-butynyl, 1-propynyl, 2-propynyl, 
and ethynyl (or acetylenyl). Similar terms such as "C2-3 alkynyl" have an analogous 

30 meaning. 

The term "C3-8 cycloalkyl" (or "C3-C8 cycloalkyl") means a cyclic 
ring of an alkane having three to eight total carbon atoms (i.e., cyclopropyl, 
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cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyl, or cyclooctyl). The terms "C3-7 \ 
cycloalkyl", "C3-6 cycloalkyl", "C5-7 cycloalkyl" and the like have analogous 

meanings. , ; ; 

The term "C3-7 azacycloalkyl" (or "C3-C7 azacycloalkyr) means a 

5 saturated cyclic ring consisting of one nitrogen and from three to seven carbon atoms 
(i.e., azetidinyl, pyrrolidinyl, piperidinyl, or azepanyl). 

The term "halogen" (or "halo") refers to fluorine, chlorine, bromine 
and iodine (alternatively referred to as fluoro, chloro, bromo, and iodo). 

The term "Ci-6 haloalkyl" (which may alternatively be referred to as 
10 "C1-C6 haloalkyl" or "halogenated C1-C6 alkyO means a Ci to C6 linear or 

branched alkyl group as defined above with one cxr more halogen substituents. The 
term "C1-4 haloalkyr has an analogous meaning. The term "Ci_6 fluoroalkyl" has 
an analogous meaning except that the halogen substituents are restricted to fluoro. ' 
Suitable fluoroalkyls include the series (CH2)0-4CF3 fre., trifluoromethyl, 2,2,2- 

15 trifluoroethyi, 333-trifluoro-n-propyl, etc.). 

The term "carbocycle" (and variations thereof such as "carbocyclic" or ■ 
"carbocyclyr') as used herein refers to (i) a C3 to C8 monocyclic, saturated or 
unsaturated ring, (ii) a C7 to C12 bicyclic ring system, or (iii) a Ci 1 to Ci6 tricyclic 
ring system, wherein each ring in (ii) or (iii) is independent of or fused to the other 

20 ring or rings and each ring is saturated or unsaturated. The carbocycle may be 
attached to the rest of the molecule at any carbon atom which results in a stable 
compound. Hie fused bicyclic carbocycles are a subset of the carbocycles; i.e., the 
tern "fused bicyclic carbocycle" generally refers to a C7 to C10 bicyclic ring system 
in which each ring is saturated or unsaturated and two adjacent carbon atoms are 

25 shared by each of the rings in the ring system. Fused tricyclic carbocycles have an 
analogous meaning. A subset of the fused bicyclic carbocycles are those bicyclic 
carbocycles in which one ring is a benzene ring and the other ring is saturated or 
unsaturated, with attachment via any carbon atom that results in a stable compound. 
Representative examples of this subset include the following: 



30 
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The term "aryl" refers to aromatic mono- and poly-carbocyclic ring 
systems, wherein the individual caibocyclic rings in the polyring systems are fused or 
Cached to each other via a single bond Suitable aryl groups include phenyl, 
5 naphthyl, andbiphenylenyl. 

The term "heterocycle" (and variations thereof such as "hetearocyclic" 
or "heterocyclyO broadly refers to (i) a 4- to 8-membered, saturated or unsaturated 
monocyclic ring, (ii) a 7- to 12-membered tricyclic ring system, or (iii) an 1 1 to 16- 
membered tricyclic ring system; wherein each ring in (ii) or (iii) is independent of or 

10 fused to the other ring or rings and each ring is saturated or unsaturated, and the 
monocyclic ring, bicyclic ring system, or tricyclic ring system contains one or more 
heteroatoms (e.g., from 1 to 6 heteroatoms, or from 1 to 4 heteroatoms) selected from 
N, O and S and a balance of carbon atoms (tbe monocylic ring typically contains at 
least one carbon atom and the ring systems typically contain at least two carbon 

15 atoms); and wherein any one or more of the nitrogen and sulfur heteroatoms is ' 

optionally be oxidized, and any one or more of die nitrogen heteroatoms is optionally 
quaternized. The heterocyclic ring may be attached at any heteroatom or carbon atom, 
provided that attachment results in the creation of a stable structure. When the 
heterocyclic ring has substituents, it is understood that the substituents may be 

20 attached to any atom in the ring, whether a heteroatom or a carbon atom, provided that 
a stable chemical structure results. 

Saturated heterocyclics form a subset of the heterocycles; i.e., the term 
"saturated heterocyclic" generally refers to a heterocycle as defined above in which 
die entire ring system (whether mono- or poly-cyclic) is saturated. The term 

25 "saturated heterocyclic ring" refers to a 4- to 8-membered saturated monocyclic ring 
which consists of carbon atoms and one or more heteroatoms selected from N, O and 
S. Representative examples include piperidinyl, piperazinyl, azepanyl, pyrrolidinyl, 
pyrazolidinyl, imidazolidinyl, oxazolidinyl, isoxazolidinyl, morpholinyl, 
thiomorpholinyl, thiazolidinyl, isothiazolidinyl, and tetrahydrofuryl (or 

30 tetrahydrofuranyl). 
• Heteroaromatics form another subset of the heterocycles; i.e., the term 

"heteroaromatic" (alternatively "heteroaryr) generally refers to a heterocycle as 
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defined above in which the entire ring system (whether mono- or poly-cyclic) is an 
aromatic ring system. The term "heteroaromatic ring" refers a 5- or 6-membered 
monocyclic aromatic ring which consists of carbon atoms and one or more 
heteroatoms selected from N, p and S. Representative examples of heteroaromatic 
5 rings include pyridyl, pyrrplyl, pyrazinyl, pyrimidinyl, pyridazinyl, thienyl (or 
thiophenjd), thiazolyl, furanyl, imidazolyl, pyrazolyl, triazolyl, tetrazolyl, oxazolyl, 
isooxazolyl, oxadiazolyl, thiazolyl, isothiazolyl, and thiadiazolyL 

Representative examples of bicyclic heterocycles include 
benzotriazolyl, indolyl, isoindolyl, indazolyl, indolinyl, isoindolinyl, quinoxalinyl, 
D quinazolinyl, cinnolinyl, chromanyl, isochromanyl, tetrahydroquinolinyl, quinolinyl, 
tetrahydroisoquinolinyl, isoquinolinyl, 23-dihydrobenzofuranyl, 2,3-dihydrobenzo- 
.0. (T S >=N 



1,4-dioxinyl (i.e., I imidazo(2,l-bXl,3)thiazqle, (u. VN ^) , and 

( Cx°> \ cx°> 

benzo-13-dk>xolyI \^i.e., J m In certain contexts herein, i s 

alternatively referred to as phenyl having as a substituent methylenedioxy attached to 
5 two adjacent carbon atoms. 

Representative examples of tricyclic heterocycles include 
phenothiazinyl, carbazolyl, beta-carbolinyl, tetrahydro-beta-carbolinyl, acridinyl, 
phenazinyl, and phenoxazinyl. 

Unless expressly stated to the contrary, an "unsaturated" ring is a 
} partially or fully unsaturated ring. For example, an "unsaturated monocyclic Q> 

carbocycle" refers to cyclohexene, cyclohexadiene, and benzene. 

Unless expressly stated to the contrary, all ranges cited herein are 
inclusive. For example, a heterocycle described as containing from "1 to 4 
heteroatoms" means the heterocycle can contain 1, 2, 3 or 4 heteroatoms. 

5 When any variable (e.g., R&, Rb, Rc ? Rk etc.) occurs more than one 

time in any constituent or in Formula I or in any other formula depicting and 
describing compounds of the invention, its definition on each occurrence is 
independent of its definition at every other occurrence. Also, combinations of 
substituents and/or variables are permissible only if such combinations result in stable 

) compounds. 

The term "substituted" (e.g., as in "aryl which is optionally substituted 
with one or more substituents ...") includes mono- and poly-substitution by a named 
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substituent to the extent such single and multiple substitution (including multiple 1 
substitution at the same site) is chemically allowed 

The compounds of the present invention may have asymmetric centers 
and may occur, except when specifically noted, as mixtures of stereoisomers or as 
5 individual diastereomers, or enantiomers, with all isomeric forms being included in 
the present invention. 

The N-substituted hydroxypyrimidinone compounds of the present 
invention may also occur as tautomers thereof. It is understood that the present 
invention includes all tautomers of the hydroxypyrimidinone compounds of Formula 

10 I, both singly and in mixtures. 

The compounds of the present invention are useful in the inhibition of 
HTV integrase, the prevention or treatment of infection by human immunodeficiency 
virus (HTV) and the prevention, treatment or the delay in the onset of consequent 
pathological conditions such as AIDS. Preventing AIDS, treating AIDS, delaying thq 

15 onset of AIDS, or preventing or treating infection by HIV is defined as including, tut 
not limited to, treatment of a wide range of states of HIV infection: AIDS, ARC 
(AIDS related complex), both symptomatic and asymptomatic, and actual or potential 
exposure to HTV. For example, the compounds of this invention are useful in treating 
infection by HIV after suspected past Exposure to HIV by such means as blood 

20 transfusion, exchange of body fluids, bites, accidental needle stick, or exposure to . 
patient blood during surgery. 

The compounds of this invention are useful in the preparation and 
execution of screening assays for antiviral compounds. For example, the compounds 
of this invention are useful for isolating enzyme mutants, which are excellent 

25 . screening tools for more powerful antiviral compounds. Furthermore, the compounds 
of this invention are useful in establishing or determining the binding site of other 
antivirals to HIV integrase, e.g., by competitive inhibition. Thus the compounds of 
this invention are commercial products to be sold for these purposes. 

Compounds representative of the present invention have been tested 

30 for inhibition in an assay for the strand transfer activity of integrase. The assay is 
conducted in accordance with Wolfe, AJL et al., /. Virol 1996, 70: 1424-1432, for 
recombinant integrase, except that (i) the assay uses preassembled integrase strand 
transfer complexes; (ii) the strand transfer reaction is performed in the presence of 
inhibitor in 2.5 mMMgCfe using 0.5 to 5 nM of a 3 ' FTTC labeled target DNA 

35 substrate as described in WO 02/30930 and (iii) strand transfer products are detected 
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using an alkaline phosphatase conjugated anti-FTTC antibody and a chemiluminescent 
alkaline phosphatase substrate. Representative compounds (e.g., the compounds set 
forth in Table 1 below) tested in the integrase assay demonstrated ICso's of about 5 

micromolar or less. 

5 Further description on conducting the assay using preassembled 

complexes is found in Hazuda et al., /. Virol 1997, 71: 7005-7011; Hazuda et aL, 
Drug Design and Discovery 1997, 15: 17-24; and Hazuda et al., Science 2000, 287 : 
646-650. 

Certain compounds representative of the present invention have also 
10 been tested in an assay for inhibition of acute HIV infection of T-lymphoid cells, 

conducted in accordance with Vacca, Ji\ et al., Proc. Natl Acad. ScL USA 1994, 91: 
4096. These compounds demonstrated ICgs's of about 20 micromolar or less. 

The compounds of the present invention may be administered in the 
form of pharmaceutically acceptable salts. The term "pharmaceutically acceptable 
15 salt" refers to a salt which possesses the effectiveness of the parent compound arid 
which is not biologically or otherwise undesirable (e.g., is neither toxic nor otherwise 
, deleterious to the recipient thereof). Suitable salts include acid addition salts which 
may, for example, be formed by mixing a solution of the compound of the present 
invention with a solution of a pharmaceutically acceptable acid such as hydrochloric 
20 acid, sulfuric acid, acetic acid, trifluoroacetic acid, or benzoic acid When the 
compounds of the invention carry an acidic moiety, suitable pharmaceutically 
acceptable salts thereof can include alkali metal salts (e.g., sodium or potassium salts), 
alkaline earth metal salts (e.g., calcium or magnesium salts), and salts formed with 
suitable organic ligands such as quaternary ammonium salts. Also, in the case of an 
25 acid (-COOH) or alcohol group being present, pharmaceutically acceptable esters can 
be employed to modify the solubility or hydrolysis characteristics of the compound. 

For the purpose of preventing or treating HTV infection or preventing, 
treating or delaying the onset of AIDS, the compounds of the present invention may 
be administered orally, parenterally (including subcutaneous injections, intravenous, 
30 intramuscular, intrasternal injection or infusion techniques), by inhalation spray, or 
rectally, in the form of a unit dosage of a pharmaceutical composition containing a 
therapeutically effective amount of the compound and conventional non-toxic 
pharmaceuticafly-acceptable carriers, adjuvants and vehicles. 

The term "administration" and variants thereof (e.g., "administering" a 
35 compound) in reference to a compound of the invention mean providing the 
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compound or a prodrug of the compound to the individual in need of treatment 
When a compound of the invention or a prodrug thereof is provided in combination 
with one or more other active agents (e.g., antiviral agents useful for treating HIV 
infection or AIDS), "administration" and its variants are each understood to include 
5 concurrent and sequential provision of the compound or prodrug and other agents. 

As used herein, the term "composition" is intended to encompass a 
product comprising the specified ingredients in the specified amounts, as well as any 
product which results, directly or indirectly, from combining the specified ingredients 
in the specified amounts. 
10 By "phannaceutically acceptable" is meant that the ingredients of the 

pharmaceutical composition must be compatible with each other and not deleterious 
to the recipient thereof. 

The term "subject" (alternatively referred to herein as "patient") as used 
herein refers to an animal, preferably a mammal, most preferably a human, who has 
15 been the object of treatment, observation or experiment 

The term "therapeutically effective amount" as used herein means that 
amount of active compound or pharmaceutical agent that elicits the biological or 
medicinal response in a tissue, system, animal or human that is being sought by a 
researcher, veterinarian, medical doctor or other clinician, which includes alleviation 
of the symptoms of the disease being treated. When the active compound (i.e., active 
ingredient) is administered as the salt, references to the amount of active ingredient 
are to the free acid or free base form of the compound. 

The pharmaceutical compositions may be in the form of orally- 
administrate suspensions or tablets or capsules, nasal sprays, sterile injectible 
preparations, for example, as sterile injectible aqueous or oleagenous suspensions or 
suppositories. These compositions can be prepared by methods and contain 
excipients which are well known in the art Suitable methods and ingredients are 
described in Remington's Pharmaceutical Sciences, 18 th edition, edited by A. R. 
Gennaro, Mack Publishing Co., 1990, which is herein incorporated by reference in its 
entirety. 

Hie compounds of this invention can be administered orally in a 
dosage range of 0.001 to 1000 mg/kg of mammal (e.g., human) body weight per day 
in a single dose or in divided doses. One preferred dosage range is 0.01 to 500 mg/kg 
body weight per day orally in a single dose or in divided doses. Another prefened 
dosage range is 0.1 to 100 mg/kg body weight per day orally in single or divided 
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10 



15 



doses. For oral administration, the compositions can be provided in the form of ' 
tablets or capsules containing 1.0 to 500 milligrams of the active ingredient, 
particularly 1, 5, 10, 15, 20, 25, 50, 75, 100, 150, 200, 250, 300, 400, and 500 
milligrams of the active ingredient for the symptomatic adjustment of the dosage to 
the patient to be treated. The specific dose level and frequency of dosage for any 
particular patient may be varied and will depend upon a variety of factors including 
the activity of the specific compound employed, die metabolic stability and length of 
action of that compound, the age, body weight, general health, sex, diet, mode and 
time of administration, rate of excretion, drug combination, the severity of the 
particular condition, and die host undergoing therapy. 

As noted above, the present invention is also directed to use of the HIV 
integrase inhibitor compounds of the present invention with one or more agents useful 
in the treatment of HIV infection or ADDS. For example, die compounds of this 
invention may be effectively administered, whether at periods of pre-exposure and/or 
post-exposure, in combination with effective amounts of one or more of the 
HTV/AIDS antivirals, imunomodulators, antiinfectives, or vaccines useful for treating 
HTV infection or AIDS. Suitable antiviral agents include those listed in the following 
Table: 



20 



ANTIVIRALS 



Drug Name 



Manufacturer 
(Tradename and/or 
Location) 



Indication (Activity) 



abaca vir 

GW1592 

1592U89 

abacavir + lamivudine + 
zidovudine 

acemannan 
ACH 126443 



acyclovir 



Glaxo Welcome 
(ZIAGEN®) 

GlaxoSmithKline 
(TEOZrVIR®) 

Carrington Labs 
(Irving, TX) 

Achillion Pharm. 



Burroughs Wellcome 



HIV infection, AIDS, ARC 
(nRH) 

HIV infection, AIDS, ARC 
(nnRTI) 

ARC 

HIV infections, AIDS, ARC 
(nucleoside reverse 
transcriptase inhibitor) 

HIV infection, AIDS, ARC, 
in combination with AZT 
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AD-439 
AD-519 

adefovir dipivoxil 
GS840 

AL-721 

alpha interferon 
AMD3100 



amprenavir 
141 W94 
GW141 
VX478 (Vertex) 

ansamycin 
LM427 



antibody which neutralizes 
pH labile alpha aberrant 
Interferon 

AR177 

atazanavir (BMS 232632) 

betar-fluoro-ddA 

BMS-232623 
(CGP-73547) 

BMS-234475 
(CGP-61755) 

capravirine 
(AG-1549, S-1153) 

a-1012 

cidofovir 
curdlan sulfate 



Tanox Biosystems 
Tanox Biosystems 
Gilead 

Ethigen 

(Los Angeles, CA) 
Glaxo Wellcome 

AnorMed 



Glaxo Wellcome 
(AGENERASE®) 



Adria Laboratories 
(Dublin, OH) 
Erbamont 
(Stamford, CT) 

Advanced Biotherapy 
Concepts (Rockville, 
MD) 

Aronex Pharm 

Bristol-Myers-Squibb 
(ZRIVADA®) 

Natl Cancer Institute 

Bristol-Myers Squibb/ 
Novartis 

Bristol-Myers Squibb/ 
Novartis 

Pfizer 

Warner-Lambert 
Gilead Science 

AJIPharmaUSA 



HIV infection, AIDS, ARC 

HIV infection, AIDS, ARC 

HIV infection, AIDS, ARC 
(RTT) 

ARC, PGL, HIV positive, 
AIDS 

Kaposi's sarcoma, HIV, in 
combination w/Retrovir 

HIV infection, AIDS, 
ARC 

(CXCR4 antagonist) 

HIV infection, AIDS, 
ARC(PD 



ARC 



AIDS, ARC 



HIV infection, AIDS, ARC 

HIV infection, AIDS, ARC 
(PD 

AIDS-associated diseases 

HIV infection, AIDS, 
ARC(PD 

HIV infection, AIDS, 
ARC (PI) 

HIV infection, AIDS, 
ARC (MRU) 

HTV-1 infection 

CMV retinitis, herpes, 
papillomavirus 

HTV infection 
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cytomegalovirus immune 
globin 


Medlmmune 


CMV retinitis 


cytovene 
ganciclovir 


Syntex 


sight threatening CMV 
peripheral CMV 
retinitis 


delavirdine 


Phannaria-Upjohn 
(RESCRIPTOR®) 


HTV infection, ABDIS, 
ARC (nnRH) 


dextran Sulfate 


Ueno Fine Chem. Ihd 
Ltd. (Osaka, Japan) 


AIDS, ARC, HIV 
positive asymptomatic 


ddC 

(zalcitahine, 
dideoxycytidine) 


Hofftnan-La Roche 
(fflVID®) 


HIV infection, AIDS, ARC 
(nRTT) 


ddl 

Dideoxyinosine 


Bristol-Myers Squibb 
(VIDEX®) 


HIV infection, AIDS, ARC; 
combination with AZT/d4T 
(nRTT) 


DPC681&DPC684 


DuPont 


HIV infection, AIDS, ARC 
(PI) 


DPC961&DPC083 


DuPont 


HIV infection AIDS, ARC 
(nnRTRI) 


emvirine 


Triangle Pharmaceuticals HIV infection, AIDS, ARC 
(COACTINON®) (non-nucleoside reverse 

transcriptase inhibitor) 


EL10 


Elan Corp, PLC 
(Gainesville, GA) 


HIV infection 


efaviienz 
(DMP266) 


DuPont 
(SUSITVA®) 
Merck (STOCRIN®) 


HIV infection, AIDS, 
ARC (nnRH) 


famciclovir 


Smith Kline 


herpes zoster, herpes 
simplex 


emtricitabine 
FTC 


Triangle Pharmaceuticals HIV infection, AIDS, ARC 
(COVIRAOL®) (nRTT) 
Emory University 


emvirine 


Triangle Pharmaceuticals HIV infection, AIDS, ARC 
(COACTINON®) (non-nucleoside reverse 

transcriptase inhibitor) 


HBY097 


Hoechst Marion Roussel 


HIV infection, AIDS, ARC 
(nnRTT) 


hypericin 


VIMRxPhann. 
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recombinant human 
interferon beta 

interferon alfa-n3 

indinavir 



Triton Biosciences 
(Almeda,CA). 

Interferon Sciences 

Merck (CRIXIVAN®) 



BIS 2922 
JE2147/ACJ1776 

KNI-272 
lamivudine, 3TC 

lobucavir 

lopinavir(ABT-378) 

lopinavir + ritonavir 
(ABT-378/r) 

mozenavir 
(DMP-450) 

nelfinavir 
nevirapine 



novapren 

pentafusaide 
T-20 

peptide T 

octapeptide 

sequence 

PRO 542 



ISIS Pharmaceuticals 
Agouron 

Natl Cancer Institute 

Glaxo Wellcome 
(EPIVIR®) 

Bristol-Myers Squibb 
Abbott 

Abbott (KALETRA®) 
AVID (Camden, NJ) 

Agouron 
(VIRACEPT®) 

Boeheringer 

Ingleheim 

(VBRAMUNE®) 

Novaferon Labs, Inc. 
(Akron, OH) 

Trimeris 

Peninsula Labs 
(Belmont, CA) 

Progenies 



AIDS, Kaposi's sarcoma, 
ARC 

ARC, AIDS 

HIV infection, ADDS, ARC, 
asymptomatic HIV positive, 
also in combination with 
AZT/dcD/ddC 
(PD 

CMV retinitis 

HIV infection, AIDS, ARC 
(PD 

HIV-assoc. diseases 

BQV infection, AIDS, 
ARC; also with AZT 
(nRTO 

CMV infection 

HIV infection, AIDS, ARC 
(PD 

HIV infection, AIDS, ARC 
(PD 

HIV infection, AIDS, ARC 
(PD 

EDV infection, AIDS, 
ARC (PI) 

HTV infection, AIDS, 
ARC (nnRTI) 

HIV inhibitor 

HIV infection, AIDS, ARC 
(fusion inhibitor) 

AIDS 



HIV infection, AIDS, ARC 
(attachment inhibitor) 
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PRO 140 

trisodium 
phosphonofonnate 

PNU-140690 

probucol 
RBC-CD4 

ritonavir 
(ABT-538) 
saquinavir 

stavudine; d4T 
didehydrodeoxy- 
thymidine 

T-1249 
TAK-779 

tenofovir 

tipranavir (PNU-140690) 

TMC-120&TMC-125 

TMC-126 

valaciclovir 

virazole 
ribavirin 

zidovudine; AZT 



Progenies 

Astra Pharm. Products, 
Ihc 

Pharmacia Upjohn 
Vyrex 

Sheffield Med Tech 
(Houston TX) 

Abbott 

(RITONAVIR®) 

Hof&nann-LaRoche 
(FORTOVASE®) 

Bristol-Myers Squibb 
(ZERIT®) 

Trimeris 

Takeda , 

Gilead (VIREAD®) 
Boehringer Ingelheiru 
Tibotec 
Tibotec 

Glaxo Wellcome 

Viratek/ICN (Costa 
Mesa, CA) 

Glaxo Wellcome 
(RETROVIR®) 
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HIV infection, AIDS, ARC 
(CCR5 co-receptor inhibitor) 

CMV retinitis, HIV infection, 
other CMV infections 

HIV infection, AIDS, ARC 
(PQ 

HIV infection, AIDS 

HIV infection, AIDS, 
ARC 

HIV infection, AIDS, 
ARC (PI) 

HIV infection, AIDS, 
ARC (PI) 

HIV infection, AIDS, ARC • 
(nRTT) 

HIV infection, AIDS, ARC 
(fusion inhibitor) 

HIV infection, AIDS, ARC 
(injectable CCR5 receptor 
antagonist) 

HIV infection, AIDS, ARC 
(nRH) 

HIV infection, AIDS, ARC 
'(PD 

HIV infections, AIDS, ARC 
(nnRTT) 

HIV infection, AIDS, ARC 
(PI) 

genital HSV& CMV 
infections 

asymptomatic HIV positive, 
LAS, ARC 

HIV infection, AIDS, ARC, 
Kaposi's sarcoma in 
combination with other 
therapies (nRTQ 
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PI = protease inhibitor 

nnRH = non-nucleoside reverse transcriptase inhibitor 
nRTI = nucleoside reverse transcriptase inhibitor 

5 A compound of the present invention can also be administered in 

combination with another HIV integrase inhibitor such as a compound described in 
WO 99/62513,WO 99/62520, or WO 99/62897. A compound of the present 
invention can also be administered in combination with a CCR5 receptor antagonist, 
such as a compound described in WO 99/04794, WO 99/09984, WO 99/38514, 
10 WO 00/59497, WO 00/59498, WO 00/59502, WO 00/59503, WO 00/76511, 

WO 00/76512, WO 00/76513, WO 00/76514 , WO 00/76792, or WO 00/76793. The 
compounds of this invention may be effectively administered, whether at periods of 
pre-exposure and/or post-exposure, in combination with effective amounts of one or 
more HIV/AIDS antivirals, immunomodulators, antiinfectives, or vaccines useful for # 
15 treating HTV infection or AIDS disclosed in the Table in WO 01/38332, which is 
herein incorporated by reference in its entirety. 

It will be understood that the scope of combinations of the compounds 
of this invention with HIV/AIDS antivirals, immunomodulators, anti-infectives or 
vaccines is not limited to those listed ibove or listed in the above-referenced Table in 
20 WO 01/38332, but includes in principle any combination with any pharmaceutical 
composition useful for the treatment of AIDS. The HIV/AIDS antivirals and other 
agents will typically be employed in these combinations in their conventional dosage 
ranges and regimens as reported in the art, including the dosages described in the 
Physicians' Desk Reference* 54 th edition, Medical Economics Company, 2000. The 
25 dosage ranges for a compound of the invention in these combinations are the same as 
those set forth above. 

Abbreviations used in the instant specification, particularly the 
Schemes and Examples, include the following: 

AIDS = acquired immunodeficiency syndrome 
30 ARC = AIDS related complex 

BOC or Boc = t-butyloxycarbonyl 
Bn = benzyl 
Bz = benzoyl 

CBZ or Cbz = carbobenzoxy (alternatively, benzyloxycarbonyl) 
35 DMAD = dimethylacetylenedicarboxylate 
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DMAP = dimethylaminopyridine 
DMF = NJSf-Kiimethylformamide 
Et = ethyl 

EtOAc = ethyl acetate 
5 FEA-MS = flow injection analysis mass spectrometry 

HIV = human immunodeficiency virus 
HPLC = high performance liquid chromatography 
m-CPBA = meta-chloxoperbenzoic acid 
Me = methyl 

10 NMP = N-methyl pyrrolidinone 

NMR = nuclear magnetic resonance 
Ph = phenyl 

TFA = trifluoroacetic acid 1 
THF = tetrahydrofuran 
15 The compounds of the present invention can be readily prepared 

according to die following reaction schemes and examples, or modifications thereof, 
using readily available starting materials and reagents. In these reactions, it is also 
possible to make use of variants which are themselves known to those of ordinary 
% skill in this art, but are not mentioned in greater detail. Furthermore, other methods 
20 for preparing compounds of the invention will be readily apparent to the person of 
ordinary skill in the art in light of the following reaction schemes and examples. 
Unless otherwise indicated, all variables are as defined above. 

The compounds of die present invention can be prepared by coupling 
suitable substituted alkyl l-alkyi-l,6^ydro-54iy^ 
25 carboxylates (or carboxylic acids or halides) with the appropriate amines, as 

represented by Scheme 1. In the scheme, P is H or a protective group, typically an 
ester (e.g., benzoate or pivalate) that is normally removed under the conditions 
employed to convert the the methyl ester to the amide. The ester protective group is 
typically used to purify the 2-substituted-5,6 dihydroxypyrimidine-4-carboxylates 
30 after their synthesis when the unprotected product cannot be crystallized from the 
reaction crude and/or for synthetic reasons. 
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Scheme 1 




Compound I 



Methods for coupling caiboxylic acid derivatives with amines to form 
carboxamides are well known in the art Suitable methods are described, for example, 
5 in Jerry March, Advanced Organic Chemistry, 3rd edition, John Wiley & Sons, 1985, 
pp. 370-376. Amines of formula 1-1 can be prepared using the methods described in 
Richard Larock, Comprehensive Organic Transformations, VCH Publishers Ihc, 1989, 
pp 385-438, or routine variations thereof. , , 

Methyl l-alkyl-l,6-dibydro-5-hydroxy^ 

10 of formula 1-2 can be prepared as shown in Scheme 2, wherein amidoxime 2-1 can be 
reacted with DMAD in an appropriate solvent and at a suitable temperature to give the 
intermediate dihydroxypyrimidine 2-2, followed by protection of the 5-iydroxy group 
in 2-2 with a suitable protecting agent such as benzoate or pivalate to give 2-3, and 
then alkylation of nitrogen-1 to afford 1-2. This procedure is described in the 

15 literature [Culbertson et al., JHeterocycl Cherru 1979, 16 (7): 1423-24]. 

Dihydroxypyrimidine 2-2 can be isolated or directly protected to give 2-3. The alkyl 
group can be introduced on Ni by reaction of 2-3 with an alkylating agent in the 
presence of an inorganic base (e.g., cesium carbonate). If a mixture of N- and O- 
alkylated derivatives results, the desired N-alkylated product 1-2 can be separated by 

20 flash chromatography. Scheme 2 is exemplified in Example 1. 
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Scheme 2 



..-OH 

N 1) DMAD 

x — - 

R NH 2 2) heating; 



' solvent 



2-1 



OH 



N \ 0H 

o^N^Y' OCH3 

2-2 0 



protection 



P* = protective 
group 



R 2 -X 



R 1/^ N -^^ 0CH 3 base 



2-3 



[x = halo] 




OCHo 



1-2 O 



10 



Methyl 1 -alkyl-1 ,6-dihydro-5-hydroxy^<>xopyi^ 
of formula 1-2 can be prepared as shown in Scheme 3, wherein an N-alkylarmdoxime 
3-1 can be reacted with dimethylacetylenedicarboxylate to give the unprotected 1-2 
(P=H). Hie unprotected compound can be isolated as such or it can be converted to 
1-2 by reaction with a suitable protecting group. Scheme 3 is exemplified in Example 
2. 

Scheme 3 

o O 



1) DMAD R2 ^ N A^-OP* 

R 1 ""^NH Cheating; D ix^ KI JL^OCH3 

solvent " 1X1 f] 
3-1 3) protection 1-2 O 



P* = protective 
group 



Amidoximes 2-1 and 3-1 are prepared from the corresponding nitriles 
15 by chemistry described herein (see Example 1, Step 1 and Example 2, Step 2). 
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Nitrites can be prepared from carboxylic acids by various procedures known in thle art, 
including, for example, conversion to carboxamides by the procedure of of Pozdnev 
{Tetrahedron Lett. 1989, 30: 5193) (see also, Example 6, Step 2), and dehydration of 
the amide by the procedure of Waldmann (tetrahedron 1994, 50: 11865) (see also, 
5 Example 6, Step 3). 

Compounds of the present invention of general formula 3-3 or 3-6 can 
be prepared in accordance with Scheme 3, Parts 1 and 2, wherein haloderivative 3-1 
or 3-4 can be synthesized by the bromination or chlorination of a suitable substrate 
affording a -CH2Br, -CB&Cl, -CHBr-, or -CHC1- group, followed by displacement of 

10 the halogen with a nucleopbile ("Nu") such as an amine, thiol, or alcoholate to obtain 
the nucleophile-substituted methyl ester intermediate 3-2 or 3-5, which need not be 
isolated Elaboration of the methyl ester functionality into the carboxamide will 
afford the final product 3-3 or 3-6. Scheme 3 is exemplified in Example 5. 

15 Scheme 3 -Parti 



O 
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Scheme 4 depicts the preparation of compounds of the invention that 
5 contain an alkylated aliphatic amine in the substituent at the 2 position. Nitrogen 
alkylation is achieved via a reductive animation or alkylation. The nitrogen alkylation 
can be performed before formation of the amide (via 4-3) or after formation of the 
amide (via 4-2) depending on the substrate, with suitable deprotection as necessary. 
Scheme 4 is exemplified in Examples 6 to 8 below. 

10 
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Scheme 4 




H 4-1 



X 

R pA R q 



R 3 



OCH, 




I 

H 



a heterocycle in which a 
basic amine with 1 or 2 H's 
is part of or attached to the 
ring; or an alkyl substituted 
with a basic amine with 
tor 2 H's 
P = H or protective group 
R p , R q = H, alkyl, oraryl 
X = halogen 



O 

R p^ R q 



X 



OCH a 



R 3 



R p ^^R q 



4-3 




Compounds of the present invention with general formula 5-3 
containing an acylated nitrogen or sulfonylated nitrogen in the substituent at the 2- 
position, can be prepared following Scheme 5. Acylation or sulfonylation of tihte 
nitrogen in the 2-substituent of the pyrimidine core provides compound 5-2, which 
can be elaborated into the final amide 5-3 by reaction of a suitable amine in a polar 
solvent Scheme 5 is exemplified in Examples 9 to 12 below. 



10 
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Scheme .5 



acylation or 
sulfonylation 



I 

H 



5-1 



B ) = a heterocycte in which a 

basic amine with 1 or 2 H's 
H is part of or attached to the 
ring; or an alkyi substituted 
with a basic amine with 
1 orZtfs 
X = CorS 

n = 1 ifXisC 

n=2ifXisS 

P b H or protective group 

R w = alkyl, aryi, or heterocycle 




OCH a 



l 

R W ^V 5-2 



I 




10 



The preparation of compounds that feature a carboxamide at the 2 
position of the pyrimidme core can be achieved as shown in Scheme 6, wherein a 
starting material bearing a 2-ethyl- and a 4-methylcarboxylate functionality (6-1) is 
employed This strategy will allow the iegioselective elaboration of the 4-methyl 
ester into the carboxamide by reaction with a suitable amine. The other ester bond in 
the 2 position can then be further elaborated Scheme 6 is exemplified in Example 13 
below. 
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Scheme 6 




O O 
6-3 



Compounds of the present invention of formula 7-2 can be prepared by 
5 reaction of aldehydes or ketones 7-1 with suitable amines under reductive alkylation 
conditions, as shown in Scheme 7. Scheme 7 is exemplifed in Example 14 below. 
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Scheme 7 




(cj = absent, alkyl, or aryl 

P = H or protective group 
R W = H, alkyl, or aryl 
R* = H, alkyl,oraryl 

R y = alkyl or aryl, , 
or R x and R y together with the N 

to which they are attached form 

an N-contalning heterocycle 

In the processes for preparing compounds of the present invention set 
5 forth in the foregoing schemes and exemplified in the examples below, functional 
groups in various moieties and substituents may be sensitive or reactive under the 
reaction conditions employed and/or in the presence of the reagents employed Such 
sensitivity/reactivity can interfere with the progress of the desired reaction to reduce 
the yield of the desired product, or possibly even preclude its formation. Accordingly, 

10 it may be necessary or desirable to protect sensitive or reactive groups on any of the 
molecules concerned Protection can be achieved by means of conventional 
protecting groups, such as those described in Protective G roups in Organic Chemistry, 
ed JJF.W. McOmie, Plenum Press, 1973 and in T.W. Greene & P.GM. Wuts, 
Protective Groups in Organic Synthesis, John Wiley & Sons, 1991. The protecting 

15 groups can be removed at a convenient subsequent stage using methods known in the 
art For example, in preparing the compounds of the invention it is sometimes 
necessary to protect one or more amino groups (e.g., amino groups present in 
substituents at the 2-position of the pyrimidinone ring) with, for example, a Boc or 
Cbz group or to protect hydroxy (e.g^ the 5^iydroxy group on the pyrimidinone ring) 
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with, for example, a benzoyl or benzyl group. The Boc &x>xxp can be removed by acid 
treatment (e.g., TFA) either before or after formation of the final amide at C-6 of the 
pyrimidinone nucleus. The Cbz and benzyl groups are typically removed by catalytic 
hydrogenation or under strong acid conditions, either prior to or following formation 
5 of the final amide. Hie benzoyl group can be removed concunendy with the 

formation of the final amide. Examples 6 and 12 below illustrate the use of a Boc 
protective group and of Boc, benzoyl and benzyl protective groups in die preparation 

i' 

of compounds of the invention. 
lp Scheme 8 




The preparation of compounds that feature a bis oxalamide at the 2 \ 
position of die pyrimidine core can be achieved as shown in Scheme 8, wherein a 
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starting material bearing a basic nitrogen at the 2- position of the pyrimidine 
caiboxyamide (8-1) is employed This strategy will allow to obtain the final 
compound (8-3) following two possible procedures: by simple coupling of 
monoamide oxalic acid to the amine (8-1) or by the acylation of the basic nitrogen of 
5 (8-1) with dimethyl oxalate to give the ester intermediate (8-2) that is converted to the 
final compound by heating in presence of amine in appropriate solvent Scheme 8 is 
exemplified in Examples 17, 18, and 20 below. 

The following examples serve only to illustrate the invention and its 
practice. The examples are not to be construed as limitations on the scope or spirit of 
10 the invention. 

EXAMPLE 1 
Methyl 5-(benzoyloxy)-2-[l-(terf-brt^ 

l,6-dihydropyiimidine-4-carboxylate , 



15 




Step 1 : Tert-butyl-2^amino(hydroxyimino)m 

.OH 



Boc 



N 

NH 2 



A solution of hydroxylamine hydrochloride (1 .0 eq.) in MeOH was 
20 added at 0 °C to a solution of KOH (1.0 eq.) in MeOH. The resulting reaction mixture 
was filtered and added to a solution of fert-butyl-2^yanopyrrolidine-l-carboxylate 
(1.0 eq.) in methanol and stirred at 40 °C for 2 h.The solvent was removed in vacuo 
and the residue treated with water, the solid was filtered and washed with a mixture of 
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Et20: Petroleum Ether 1: 1 to afford the title compound as a white solid as a mixture 
of rotamers by NMR. 

! H-NMR (DMSO-4>, 400 MHz) 5 8.92 (s, 1 H), 5.35 (s,l H), 5.15 (s, 1 H), 4.25 (bs, 
0.5 H), 4.10 (s, 0.5 H), 3.40-3.30 (m, 1 H), 2.10-1-70 (m, 4 H), 1.40 (s, 4.5 H),1.35 
5 (s, 4.5 H), one signal is obscured by water. 

Step 2 : Methyl 5-(benzoyloxy)-2-[l-(tert-buto 

hydroxypyrimidine-4-caiboxylate 



OH 




Boc 



10 A solution of the product of Step 1 (1.0 eq.) and dimethyl 

acetylenedicaiboxylate (1.05 eq.) in CHCI3 was refluxed for 3 h. The reaction mixture 
was concentrated and the crude product was used directly in the next step without 
further purification. The crude product was dissolved in xylene and refluxed for 24 h. 
The solvent was removed in vacuo and the crude was dissolved in pyridine. Benzoic 

15 anhydride was added (1.5 eq.). The reaction mixture was stirred at room temperature 
until the starting material was consumed as determined by MS analysis. The reaction 
mixture was concentrated, and the resulting oil was diluted with ethyl acetate and 
washed with IN HC1 solution, saturated NaHC0 3 solution, saturated NaCI solution. 
The crude oil obtained after organic solvent evaporation was purified by flash 

20 chromatography to obtain the title compound as a yellow solid. 

*H-NMR (CDCI3, 400 MHz) 5 12.08 (bs, 1 H), 8.18 (d, 7= 7.6 Hz, 2 H), 7.64 (t, /= 
7.4 Hz, 1 H), 7.50 (t, /= 7.6 Hz, 2 H), 4.80-4.60 (m, 1 H), 3.82 (s, 3 H), 3.60-3.50 (m, 
1 H), 3.40-3.20 (m, 1 H), 2.50-2.10 (m, 2 H), 2.00-1.70 (m, 2 H), 1.50 (s, 9 H). 
MSm/z444(M+H) + . 

25 

Step 3 : Methyl 5-(benzoyloxy)-2-[l-(^rr-butoxycarbonyI)py^ ; 
methyl-6-oxo-l ,6-dihydropyrimidm 

To a stirred solution of the product of Step 2 (1 .0 eq.) inTHF, CS2CO3 
was added (1.2 eq.) followed by the addition of CH3I (2.0 eq.). The reaction was 
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stirred at.40°C until the starting material was consumed as determined by MS 
analysis. The reaction was concentrated and the residue taken up with EtOAc, washed 
with 1 N HC1, saturated solution of NaHCCb and brine. The organic phase was dried 
over anhydrous Na2SC>4, filtered and concentrated. Reaction crude showed 3.4:1 ratio 
5 N (desired product) versus O methylation. The title product was purified by flash 
column chromatography (EtOAc: Petroleum Ether =1:1) and obtained as a 1:1 
mixture of rotamers by NMR. 

'H-NMR (CDC1 3 , 400 MHz) 5 8.12 (d, J = 7 Hz, 2 H), 7.58 (t, /= 7 Hz, 1 H), 7.46 (t, 
/ = 7 Hz, 2 H), 4.97-4.95 (m, 0.5 H), 4.87-4.83 (m, 0.5 H), 3.74 (s, 1.5 H), 3.72 (s, 1.5 
10 H), 3.63 (s, 1.5 H), 3.59 (s, 1.5 H), 3.56-3.42 (m,l H), 2.40-2.25 (m, 5 H), 1.41 (s, 4.5 
H), L25(s,4.5H). 
MSm/z458(M+H) + . 



15 as a mixture of rotamers by NMR. 5 H-NMR (CDC\ 3 , 400 MHz) 5 8.21 (d, J= 7.6 Hz, 
2H), 7.72 (t, J = 7.6 Hz, 1H), 7.56 (t, J =1.6 Hz, 2H), 5.10-5.05 (m, 0.3H), 5.00-4.95 
(m, 0.7H), 4.01 (s, 3H), 3.87 (s, 3H), 3.80-3.60 (m, 2H), 2.50-2.40 (m, U3), 2.15-2.00 
(m, 2H), 2.00-1.85 (m, Hi), 1.61 (s, 2.7H), 1.40 (s, 6.3H). 
MSm/z458(M+H) + . 



Also obtained was the O-methylated compound of formula: 




OCH3 



Boc 



20 



EXAMPLE 2 



Benzyl 2-[5-(benzoyloxy)-4-(methoxycaibonyl>l-methyl-6-oxo-l,6- 
dmydropyrimidin-2-yl]indoline-l-carboxylate 



O 
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Stepl : Benzyl 2-[[hydtoxy(methyl)amino](im^ 

carboxylate 



HO 




Cbz 



l-Benzyloxycarbonyl-2-cyanoindoline was added to a solution of 
5 triethylamine (2 eq.) and MeNHOBLHCl (2 eq.) in EtOBL After stirring overnight the 
reaction mixture was evaporated, dissolved in EtOAc, washed with water, dried over 
Na2S04 and evaporated to afford the title compound 

*H NMR (DMSO-d* 340K, 300 MHz) 5 7.68 (d, /= 8.0 Hz, 1 H), 7.41-730 (m, 5 
H), 7.19 (t, 7.5 Hz, 2 H), 6.99 (t, /= 7.6 Hz, 1 1 H), 5.53 (dd, /= 5.5, 10.9 Hz, 1 H), 
10 5.22 (s, 2 H), 3.62 (dd, /= 11.0, 16.6 Hz, 1 H), 3.33 (s, 3 H), 3.01 (dd, /= 53 Hz, 
16.6 Hz, 1 H). 
MS m/z 326 (M+H) + . 

Step 2 : Benzyl 2-[5-(benzoyloxy)^(methoxycart>onyl)-l-^ 

15 " dihydropyrimidi-2-yl]incto^ 

The product of Step 1 was dissolved in CHCI3 and 
dimethylacetylenedicarboxylate was added dropwise (L2 eq.) at room temperature. 
After 4 h the mixture was evaporated, and the residue was dissolved in xylene and 
stirred at 160 °C for 2 days. The solvent was then evaporated, and the residue was 

20 dissolved in pyridine, after which (PhCO^O (2 eq.) was added and the reaction 

mixture was stirred for 2 days. After evaporation, the resulting crude oil was diluted 
with EtOAc, washed with HC1 IN, dried over Na2SC>4 and evaporated Hie product 
was purified by flash chromatography on silica gel (EtOAc/ petroleum ether, 1:4) to 
afford die title product 

25 ! H NMR (DMSO-d* 340 K, 400 MHz) 5 8.08 (d, / = 73 Hz, 2 H), 7.77 (t, J = 7.4 
Hz, 2 H), 7.62 (t, 7.6 Hz, 2 H), 731-7.20 (m, 7 H), 7.00 (t, / = 73 Hz, 1H), 5.83 
(dd, /= 4.6 Hz, 11.0 Hz, 1 H), 5.23-5.13 (m, 2 H), 3.76 (dd, J= 11.1,16.6 Hz, 1 H), 
3.65 (s, 3 H), 3.56 (s, 3 H), 3.27 (dd, J= 4.4 Hz, 16.6 Hz, 1 H). 
MS m/z 540 (M+H) + . 
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EXAMPLE 3 

AK^Huoroben^^-S-hydroxy-l-methyl^^methylphenyl^^xo-l.e- 
dihydropyrimidine-4-carboxainide 

O 




'5 To a stirred solution of methyl 5-[(2,2-dimethylpropanoyI)oxyJ-l- 

methyl-2-(4-methylphenyl)-6-oxo- 1 ,6-dihydropyrimidine-4-carboxylate (prepared 
from 4-methylbenzonitrile by procedures similar to those set form in Examples 2 or 3) 
in DMF 3 equivalents of 4-fluorobenzylamine were added and mixture was stirred at 
90 °C for 2 h. The title product precipitated from the cooled reaction mixture after the 
10 addition of 2 N HO, and was collected by filtration and washed with diethyl ether. 
'HNMR (DMSO-de, 400 MHz) 8 12.45 (s, 1 H), 931 (bt, /= 6.0 Hz, 1 H), 7.62 (m, 2 
H), 7.40-732 (m, 4 H), 7.14 (t, / = 8.8 Hz, 2 H), 4.45 (d, J = 6.0 Hz, 2 H), 3.35 (s, 3 
H), 2.48 (s, 3 H). 
MS m/z 368 (M+H) + . 

15 

EXAMPLE 4 
AK4-fluc>robenzyl)-5-hydroxy-l-mem^^ 



O 




O 



Step 1 : 4,5-I^ydroxy^memoxycaiix)nyl)p^ acid 
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2-EthoxycarbonyM^-Dihydroxy-^methoxycaAcmyl)p3m 
[obtained from ethyl amino(hydroxyimino)ethanoate (Branco, P.S. et al, Tetrahedron 
1992, 40: 6335) by procedures similar to those set forth in Example 1] was suspended 
5 in dioxane/THF 2: 1 and IN NaOH was added. After 20 min the mixture was acidified 
with IN HC1 solution, concentrated and filtered to give the title product 
*H-NMR (DMSO-d, 400 MHz) 8 13.10 (bs, 1 H), 11.11 (bs, 1 H), 3.82 (s, 3 H). 
MSwi/z213(M-H)". 

10 Step 2 : Methyl 5,6Kiihydroxypyrimidine-4-carboxylate 



OH 




A solution of the product of Step 1 in HC1 IN solution was stirred for 
6 hours at 90°C. Reaction mixture was filtered and the solid washed with EO IN. 
Evaporation of the filtrate afforded the title product as a solid 
15 ! H NMR (DMSO-de, 300 K, 400 MHz) 6 7.75 (s, 1 H), 3.82 (s, 3 H). 13 C NMR 
(DMSO-d* 300 K, 400 MHz) 5 165.66, 158.20, 147.14, 139.00, 127.85, 52.16. 

Step 3 : Methyl 54(2£-dimethylpn)panoyl)oxy]^hydro^ 

carboxylase 



20 
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Pivaloyl chloride 1.1 eq. was added to a solution of the product of Step 
2 in pyridine, and the mixture was heated to 40°C for 10 minutes. HPLC showed the 
complete conversion of starting material. The reaction mixture was concentrated, the 
resulting oil was diluted with ethyl acetate and washed with 1 N HC1 solution. The 
5 title product was obtained as a brown solid after evaporation of the organic phase and 
trituration with diethyl ether. 

l H NMR (DMSO-de, 400 MHz) 5 13.35 (s,l H), 8.18 (s,l H), 3.85 (s, 3 H),1.28 (s, 9 
H). 

10 Step 4 : Methyl 5-[(2^-dimethylpropanoyl)oxy]-l-methyl-6-oxo-l,6- 

dihydn)pyrimidine-4-carboxylate 

o 

Dimethyl sulfate (1.5 eq.) was added to a solution of the product of 
Step 3 (1 eq.) in THF containing cesium carbonate (1.5 eq.). The reaction was carried 
15 out at 50°C for thirty minutes. The solvent was evaporated and the resulting oil was 
dissolved in ethyl acetate, washed with IN HC1 solution. The crude title compound 
was recovered as yellow solid and used in the next step without purification. 
*H NMR (DMSO-de, 400 MHz) 5 8.43 (s,l H), 3.81 (s, 3 H), 3.45 (s, 3 H),130 (s, 9 
H). 

20 

Step 5 : AK4-fluorobeii2yl)-5-hyd 
4-carboxamide 

4-Fluorobenzylamine (3 eq.) was added to a solution of the crude 
product of Step 4 in DMF and the reaction mixture was heated to 90°C for one hour. 
25 The title compound was obtained by RP-HPLC (Ci 8 , eluting with water and 
acetonitrile containing 0.1 % TFA). 

l H NMR (DMSO-de, 400 MHz) 8 12.5 (s,l H), 9M (t, /= 6.2 Hz, 1 H), 8.05 (s,l H), 
7.36 (dd, /= 6.2, 8.4 Hz, 2 H), 7.14 (t, /= 8.4 Hz, 2 H), 4.45 (d, 7=6.2 Hz, 2 H), 3.44 
(s,3H). 
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MS/n/z276(M-H)\ 



EXAMPLE 5 

N-(4-Huorobenzyl)-5-hydro^ 
5 1 ,6-dihydropyriirddine-4^arboxainide 

o • ■ • 



Step 1 : 




■ i" v 



Methyl 2-[4-(bromomethyl)pheny^^ 
methyl-6-oxo-l ,6^hydropyriniidine-4-caiboxylate 

0 0^(^3)3 



OCH ? 




10 To a vigorously boiling solution of methyl 5-[(2,2- 

dimethylpropmoyl)oxy]-l-methyl-^^ 

4-carboxylate in carbon tetrachloride N-bromosuarinimide (1 eq.) and benzoyl 
peroxide (0,05 eq.) were added as dry powders. After 4 hr the mixture was allowed to 
reach room temperature and the precipitated succinimide was filtered off. The filtrate 
15 was evaporated under vacuum and the solid residue was used as such. 

*H NMR (DMSO-d6, 400 MHz) 8 7.68-7.57 (m, 4 H), 4.77 (s, 2 H),;3.80 (s, 3 H), 
3-27(s,3H),1.30(s,9H). ■ -^-i • 
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Step 2 : N-(4-Huorobenzyl>5-hydroxy4-methyl-2-[4-(morpholin-4- 
ylmetbyI)phenyl]-6K)XO-l,6-dihydn>pyriinidine-4^aiboxaniide 
A THF solution of methyl 2-[4-(bromomemyl)phenyl]-5-[(2,2- 

dimemylpropanoyl)oxy]-l-memyl-^ was 
5 reacted with 4 eq. of morpholine for 0.5 h at room temperature. After evaporation of 

volatiles, the oily residue was taken into DMF and treated with 3 eq. of 4- 

fluorobenzylamine at 90°C for 2 h. Utile product was isolated as its trifluoroacetate 

salt by RP-HPLC (C18,water/acetonitrile with 1% of TFA as eluant). 

'H-NMR (DMSO-d6,400 MHz) 8 12.45 (s, 1 H), 10 (bs, 1 H), 9.31 (bt, 1 H), 7.74 (m, 
10 2 H), 7.62 (m, 2 H), 7.35 (m, 2 H), 7.14 (t, 7=8.8 Hz, 2 H), 4.54^.38 (m, 4 H), 4.1- 

3.9 (m, 2 H), 3.9-3.7 (m, 2 H), 3.68-3.51 (m, 2 H), 3.31 (s, 3 H), 3.2-3.1 (m, 2 H). 

MS: m/z 453 (M+H) + . 

EXAMPLE 6 

15 N-(4-fluorobenzyl)-5-hydroxy- 1 -methyl-2-(4-methyliiiorpholin-3-yl)-6-oxo- 1 ,6- 
dihydropyrimidme-4-carboxamide 

O 

H 3 C - N 



20 




Step 1: 4-(te/t-Butoxycarbonyl)morpholine-3-carboxylic acid 

OC(CH 3 ) 3 

To a vigorously stirred solution of 3-morphobnecarboxylic acid and 
triethylamine (1.11 eq.) in MeOH (1.4 M) at 50 °C was added di-t-butyl dicarbonate 
(2 eq.). Sti rring was continued at 50 °C for 5 min and at room temperature overnight 
The reaction mixture was then concentrated to obtain an oily residue and suspended 
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between EtOAc (500 ml) and saturated NaHC0 3 (500 ml). The organic layer wak 
extracted with saturated NaHC0 3 (2x250 ml) and H 2 0 (250 ml). Combined aqueous 
layers were brought to pH = 2.0 with 3 M HQ and immediately extracted with EtOAc 
(2x500 ml). The combined organic layers were washed with dilute HC1, dried, filtered 
5 and evaporated to give the title compound as a pale yellow oil, a 1 : 1 mixture of 
rotamers by NMR. 

5 l H NMR (400 MHz, DMSO-d<0 12.93 (bs, 1 H), 432 (s, 0.5 H), 4.29 (s, 0.5 H), 4.2- 
4.1 (m, 1 H), 3.83-3.74 (m, 1 H), 3.58-3.52 (m, 2 H), 336-3.31 (m, 1 H), 3.16 (t, 
J=1L4 Hz, 0.5 H), 3.00 (t, J=11.4 Hz, 05 H), 1.40 (s, 4.5 H), 136 (s, 4.5 H). 
10 MS m/z 232 (M+H) + . 

Step 2 : terf-Butyi 3-(aminocarbonyl)morpholine-4-carboxylate 

O 

NH 2 




OC(CH 3 ) 3 

To a stirred solution of the compound prepared in Step 1 (1 eq.), 
15 pyridine (0.6 eq.) and di-f-butyl dicarbonate (13 eq.) in dioxane (0.6 M), NH4HCO3 

(1.26 eq.) was added and the mixture was stirred at room temperature for 20 hours. 

Mixture was concentrated, taken up in EtOAc and washed with water and brine. 

Organics were dried over Na2SC>4 and evaporated giving the title product as an oil 

which crystallized at room temperature. 
20 *H-NMR (DMSO-d6, 300 MHz) 5 735 (bs, 1 H), 7.06 (bs, 1 H), 4.15 (bs, 2 H), 3.76 

(bs, 1 H), 3.57-3.51 (m, 2 H), 3.28 (m, 1 H), 3.18 (m, 1 H), 136 (s, 9 H). 

MS/n/z231(M+H) + . 

Step 3 : tert-Bvtyl 3-cyanomorphoIine-4-carboxylate 




25 OC(CH3) 3 
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A solution of the product of Step 2 (1 eq.) and triethylamine (2.1 eq.) 
in CH2CI2 (0.1 M) was cooled to 0 °C and trifluoroacetic anhydride (LI eq.) added 
dropwise under nitrogen. Stirring was continued 3.5 hours more at room temperature 
and volatiles removed in vacuo. Residues taken in EtOAc were washed with water, 

5 brine and dried over Na 2 !$04. Evaporation gave the title compound as a brown solid. 
*H NMR CDMSO-d* 400 MHz) 8 5.04 (d, J = 2.7 Hz, 1 H), 3.9(5 (d, J=12.2 Hz, 1 H), 
3.86 (dd, /= 11.5, 2.6 Hz, 1 H), 3.69 (d, 7=12.4 Hz, 1 H), 3.56 (dd, 7= 12.2, 3.2 Hz, 1 

■ H), 3.40 (td, 7= 11.9, 2.89 Hz, 1 H), 2.97 (m, 1 H), 1.43 (s, 9 H). 
MSm/z213(M+H) + . 

9 

Step 4 : ter^utyl 3-[(^amino(hydroxyii^^ 

carboxylate 




OC(CH 3 ) 3 



A solution of of the product of Step 3 (1 eq.), hydroxylamine 
15 hydrochloride (1.4 eq.) and triethylamine (1.7 eq.) in EtOH (0.5 M) was refluxed 

under nitrogen for 5 hours. Mixture was concentrated and residues taken up in EtOAc 
and washed with water and brine. Combined organics were dried over Na 2 S0 4 and 
evaporated giving the title compound as a yellow solid. 

*H NMR (DMSOde, 400 MHz) 5 9.16 (bs, 1 H), 532 (bs, 2 H), 4 30 (bs, 1 H), 4.08 
20 (d, 7=11.6 Hz, 1 H), 3.75 (d, 7= 6.8 Hz, 1 H), 3.50-333 (m, 4 H), 138 (s, 9 H). 
MS:m/z246(M+H) + . 

Step 5 : Dimethyl-2<{2-amino-2-[4^ 
yl]ethenyl}oxy)but-2-enedioate 
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.COOMe 
COOMe 



OC(CH3) 3 



A solution of the product of Step 4 (1 eq.) and 
dimetbylacetylenedicarboxylate (1.2 eq.) in CHC1 3 was refluxed for 1 hour under 
nitrogen and solution concentrated Residue was purified by flash chromatography on 
5 . silica gel, eluents petroleum etherflBtOAc 7:3 -> 1:1, to give the desired product as a 
mixture of two isomers E/Z (76:14). 

*H NMR (DMSO-d6, 400 MHz, 300K) 8 6.60 aqd 6.20 (2 bs, 2 H), ?.58 and 5.41 (2s, 
1 H), 4.36 (bs, 1 H), 4.04 (bs, 1 H), 3.8 (bs, 1 H), 3.76 and 3.72 (2 s, 3 H), 3.63 and 
3.58 (2 s, 3 H), 3.53 (tri, / = 13.6, 3.7 Hz, 1 H), 3.44 (t, /= 10.4 Hz, 1 H), 3.31 (m, 2 
10 H),(s,9H). 

MStw/z388(M+H) + . 

Step 6 : fert-Butyl-3-[4,5^hydroxy^ 
yl]mofpholine-4-caiboxylate 



OH 




15 OC(CH 3 ) 3 

Hie adducts of Step 5 were refluxed in xylenes for 24 hours. Then the 
reaction was cooled down and concentrated in vacuo. Ethyl ether was added until 
precipitation of a solid that was filtered, washed with ethyl ether and dried to give the 
title pyrunidine as an orange solid. 
20 *H NMR (DMSO-d*, 400 MHz, 340 K) 5 4.62 (s, 1H), 4.15 (d, J =12 Hz, 1H), 3.84 
(bs, 1H), 3.82 (s, 3H), 3.70 (dd, J = 12.3, 4 Hz, 1H), 3.61 (dd, J= 12.2, 3.8 Hz, 1H), 
3.56 (t, J= 13 Hz, 1H), 3.43 (td, J= 11.5, 3.4 Hz, 1H), 1.35 (s, 9H). 
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MS m/z 356 (M + H) + . 

Step 7 : rert-Butyl-3-[5-(benzoyloxy)-4-hydro 
(memoxycaroonyl)pyrimidm-^^^ 

OH 

X>Bz 



N ^Y OB2 

°-^V^ n i CH3 



OC(CH 3 ) 3 



The pyrimidine from Step 6 in dry pyridine (0.2 M), was treated with 
benzoic anhydride (2 eq.) overnight at room temperature. The mixture was • 
evaporated, taken in EtOAc and washed with HC1 IN, NaHC0 3 and brine. Organics 
were dried over Na 2 SC>4, and filtered, evaporated and purified by flash 

10 chromatography on silica gel, eluents EtO Ac/Petroleum Ether 7/3. 

! H NMR (DMSO-dg, 300 MHz, 340K) 5 13.3 (bs, 1 H), 8.07 (d, 7 = 75 Hz, 2 H), 
7.76 (t, 7=7.5 Hz, 1 H), 7.61 (t, 7=7.5 Hz, 2 H), 4.73 (s, 1 H), 4.22 (d, 7= 12.4 Hz, 
1 H), 3.86 (d, 7= 11.0 Hz, 1H), 3.78 (dd, 7= 12.4, 3.9 Hz, 1 H), 3.73 (s, 3 H), 3.58 (t, 
7= 13.9 Hz, 2 H), 3.47 (td, J = 10.7, 3.6, 1 H), 136 (s, 9 H). 

15 MS m/z 600 (M+H)\ 

Step 8 : Alkylated derivatives 8A and 8B. 
OMe 



N X.OBz HaC^X/OBz 



3 



8A OC(CH3) 3 8B OC(CH 3 ) 3 

The pyrimidine product of Step 7 in dry THF (0.6 M) was treated with 
20 cesium carbonate (1.5 eq.) and dimethyl sulfate (1.5 eq.) at 50 °C for 1 hour. Solvent 
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was removed in vacuo and residue taken in EtO Ac, washed with HC1 IN and brine. 
Organics were dried over Na2SC>4, filtered and evaporated to obtain a crude which 
was purified by flash chromatography on silica gel, (eluents EtO Ac/Petroleum Ether 
3/7) to separate the two compounds 8A and 8B (ratio 8A/8B 1/0.85). 
5 An alternative route was also employed as follows: The pyrimidine 

product of Step 7 was added to a suspension of liH (1.1 eq) in ciioxane at room 
temperature. The mixture was aged 45 mm at 38 °C and was then cooled to room 
temperature. Dimethylsulfate (1.3 eq) was added and the mixture was wanned to 38 
°C (4h) and 56 °C (4h). The reaction mixture was cooled to 16 °C and glacial acetic 

10 acid (0. 1 eq) was added, followed by water and EtO Ac. The aqueous layer was 

separated and extracted with EtO Ac. The combined organic layer was dried (Na 2 S04) 
and concentrated to an oil, which was chromatographed through silica gel, eluting 
with 50-55% EtOAc/hexanes to separated compound 8A from 8B. Hie fractions were 
evaporated to a foamy solid. This solid was dissolved in ether and re-evaporated to 

15 . foamy solid that could be scraped out easily. This solid was dried in a vacuum oven 
overnight at 40 °C to afford 8B as a pale yellow solid. The ratio of 8A/8B is variable 
with this route, from 1:4 to 1: 12. 

tert-Butyi-3-[5-(benzoyloxy>^ 

20 morpholine-4-carboxylate (8A). 

*H NMR (300 MHz, DMSO-d^+TFA, 330K) 5 8.10 (d, J=7.9 Hz, 2 H), 7.77 (t, J=7.3 
Hz, 1 H), 7.61 (t, J=7.4 Hz, 2 H), 4.94 (bs, 1H), 450 (d, J=11.6 Hz, 1H), 4.0 (s, 3H), 
3.85-3.81 (m, 2 H), 3.76 (s, 3 H), 3.66 (d, J=10.4 Hz, 1H), 3.49-3.45 (m, 2 H), 135 
(bs,9H). 

25 MSm£474(M + H) + . 

tert-Butyl-3-[5-(benzoyloxy)-4^metto^ 
dihydropyrimidta-2-yl]morpto (8B). 

*H NMR (DMSO-dfe, 400 MHz, 330K,) 8 8,09 (d, J = 73 Hz, 2 H), 7.77 (t, / = 7.5 
30 Hz, 1 H), 7.62 (t, /= 7.8 Hz, 2 H), 5.08 (d, J= 3.4 Hz, 1 H), 4.21 (d, /= 12.3 Hz, 1 
H), 3.95-3.85 (m, 3 H), 3.76 (s, 3 H), 3.58 (s, 3 H), 3.55-3.50 (m, 2 H), 1.34 (s, 9 H). 
MSm/z474(M + H) + . 



35 



Step 9 : 



tert-Butyl-3-(4^[(4~fluorote 

methyl-6-oxo-l ,6-dihydropyrimidin-2-yl] -morpholine-4-caiboxylate 
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O 




OC(CH 3 ) 3 

The methyl ester 8B in dry MeOH was treated with 4- 
fluorobenzylamine (2 3 eq.) at reflux, for 2 hours. Solvent was removed in vacuo, and 
residue triturated with EtyO to obtain the title product 
5 'H NMR (300 MHz, DMSO-dg, 320K) 8 11.95 (bs, 1 H), 8.32 (t, 7= 6.0 Hz, 1 H), 
7.39-7.35 (m, 2 H), 7.19-7.13 (m, 2 H), 4.96 (dd, 7= 4.25, 2.42 Hz, 1 H), 4.62 (dd, J= 
145, 6.95 Hz, 1H), 4.49 (dd, J=14.9, 5.83 Hz, IB), 4.16 (dd, J= 12.2, 2.0 Hz, 1H), 
3.87-3.79 (m, 2H), 3.70-3.64 (m, 1H), 3.55-3.45 (m, 5H), 1.23 (s, 9H). 
MS m/z 463 (M+H) + . 

0 

Step 10 : N-(4-fluorobenzyl)-5-hydroxy-l-methyl-2-morpholin-3-yl-6-ox6-l,6- 
dihydropvnmchne-4-carboxamide 



O 




The compound from Step 9 was treated with a mixture of 
15 dichloromethane/TFA (2/1) for 1 hour at room temperature. Organics were removed 
in vacuo to give the title compound as a solid. 

J H NMR (300 MHz, DMSO-ds, 300 K) 8 9.45 (bs, 1 H), 739-7.36 (m, 2 H), 7.19- 
7.15 (m, 2 H), 4.93 (d, 7 = 9.2 Hz, 1 H), 4.64 (dd, / = 15.4, 6.7 Hz, 1 H), 4.55 (dd, 
J=15.4, 6.2 Hz, 1 H), 435 (d, 7= 12.8 Hz, 1 H), 4.08 (d, 7 = 12.6 Hz, 1 H), 3.77 (t, 7 
20 = 12.4 Hz, 1 H), 335 (s, 3 H), 3.55-3.46 (m, 2 H), 3.40-3.34 (m, 1 H). 
MS m/z 363 (M+H) + . 
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Step 11 : N^4-fluorobenzyl)-5^ 
6-oxo-l ,6-dibydropyrimidine-4^ 

The compound from Step 10 was dissolved in MeOH and treated with 
triethylamine (1 eq.), sodium acetate (1.6 eq.), formaldehyde 37% w/w aq. soln. (3 
eq.), and sodium cyanobprohydride (1.43 eq.). The mixture was left stirring at room 
temperature for 1 houir. The reaction mixture was concentrated and the title compound 
was obtained by RP-HPLC purification (Ci 8 , eluting with water and acetonitrile 
containing 0.1 % TFA), as its trifluoroacetate salt 

*HNMR (400 MHz, DMSO^+TFA) 5 12.33 (bs, 1 H), 10.05 (bs, 1 H), 9.48 (t, /= 
10 6.4 Hz, 1 H), 7.35-7.33 (m, 2 H), 7.15-7.12 (m, 2 H), 4.98 (d, /= 8.8 Hz, 1 H), 4.57 
(d, /= 6.4 Hz, 2 H), 436 (d, / = 12.7 Hz, 1 H), 4.13 (d, /= 12.4 Hz, 1 H), 3.77 (t, / = 
12.5 Hz, 1 H), 3.69 (d, J= 12.8 Hz, 1 H), 3.54 (s, 3 H), 3.48-3.41 (m, 2 H), 2.83 (s, 3 
H). 

MS m/z 377 (M + H) + . 

15 

N-(4-fluorobenzyi>5-hydroxy-l-^ 
6-oxo-l,6-^ydropyrimidine-4-(^Aoxainide has been resolved into its enantiomers 
by semi preparative chiral HPLC using the following conditions: 

Solvents: a mixture of 1:1 0.2%TFA in Hexanes : EtOH 
20 Column: chiralpak AS column, 250 x 46 mm at 1 .OmI/min, collected by 

absorbtion at 260 nM 
The first eluate is the (+) enatiomer (MeOH, c = 0.24, 25C): [(x]dK+) 55.42. 
The second eluate is the (-) enantiomer (MeOH, cf=0.215, 25C) [a]r>= (-) 51.63. 

25 EXAMPLE 7 

2<4^thyl-l-methylpiperazin-2^ 
l,6-dihydropyrimidine-4-c^Aoxamide 
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Step 1 : Methyl l-methyl-2<4-te^butoxyca*^ 

benzoyloxy-6-oxo-l,6-dihydn>py^ 



O 

k^NH O 

Methyl l-methyl-2-(4-ter^butoxyc^^ 
5 benzoyloxy-6-oxo~l,6-dihydiopy^^ (prepared from 1- 

[(benzyloxy)caAonyl]^(^rt-butoxycarbonyl)piperazfe acid (Biggeet 

al, Tetrahedron Lett 1989, 30: 5193) by procedures similar to those set forth in 
Examples 2 or 3 in combination with a deprotection step) was dissolved in MeOH and 
hydrogenated at atm pressure on 10% Pd/C for 1 hour. The crude title product was . 
10 obtained after filtration and evaporation. 

Step 2 : N-(4-fluorobenzyl) l-me&yl-2-(4-tert-buto 

5-hydroxy-6-oxo-l ,6-^ydropyrimidine-4K:aiboxamide 




15 The crude product from Step 1 was dissolved in MeOH and 4- 

fluorobenzylamine (3.5 eq.) added. After being refluxed overnight, the precipitate was 
filtered and washed with Et 2 0 to afford the title product 

Step 3 : N-(4-fluorobenzyl) l-methyl-2-.(4-^rr-butoxycaibonyH- 

20 methylpiperazm-2-y^ 
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10 




Me.X./OH 

N r a 




BocN' >T N 



The solid product from Step 2 was dissolved in MeOH and NaCNBEfe 
(1.4 eq.), AcONa (1.6 eq.), HCHO 37 % (1 eq.) were added. The reaction mixture 
was stirred at room temperature for 2 days, and then evaporated to afford the crude 
title product 

*H NMR (DMSOde + TFA, 340K, 400MHz) 5 7.40-7.35 (m, 2H), 7.18-7.10 (m, 2H), 
4.83 (d, J = 7.3 Hz, 1H), 4.59 (d, J = 6.3 Hz, 2H), 4.41 (d, J = 14.9 Hz, ffl), 4.20-4.10 
(m, 1H), 3.75-3.60 (m, 1H), 3.54 (s, 3H), 338-3.25 (m, 2H), 3.1S3.05 (m, 1H), 2.85 
(s, 3H), 1.45 (s, 9H). MS (EI+) m/z = 476 <M+H) + . 

Step 4: AK4-fluorobenzyl>5-hydroxy-l-memyl-2-(l-memylpiperazm 

oxo-l,6-dmydropyrimidme-4-carboxamide 

O 




15 The crude product from Step 3 was stirred in CH2CI2/TFA (1:1) for 2 hours to remove 
the Boc protective group from the piperazinyl nitrogen. 

*H NMR (DMSOde, 340K, 400MHz) 5 12.25 (bs, 1H), 9.03 (bs, 1H), 7.42-735 (m, 
2H), 7.20-7.10 (m, 2H), 4.62-4.45 (m, 2H), 4.14^.09 (m, 1H), 3.62 (s, 3H), 3.62-3.52 
(m, 1H), 3.48-3.32 (m, 1H), 3.25-3.15 (m, 1H), 3.15-3.05 (m, 2H), 2.44-232 (m, 1H), 
20 234(s,3H). 

MS (EI+) m/z = 376 (M+H) + . 

Step 5 : 2-(4-erayl-l-memylpiperazin-2^^ 

methyl-6-Q7to-1 /^ihyffop yrimi( tine-4-<^rboxamide 
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Triethylamine (2 eq.), NaCNBH 3 (1.4 eq.), AcONa (1.6 eq.) and CH3CHO (1 eq.) 
were added to a methanolic solution of the crude product obtained in step 4. The 
reaction was stirred at room temperature for 1 hour. The tide product was obtained as 
its trifluroacetate salt by preparative RP-HPLC purification (C18, gradient of 

5 CH 3 CN/H 2 0 + 0.01 %TRA). 

'HNMR (DMSO-dj+TFA, 300 MHz) 8 9.40 (t, J = 5.9 Hz, 1 H), 7.34 (t, /= 8.02 
Hz, 2 H), 7.14 (t, /= 8.7 Hz, 2 H), 5.00 (d, /= 9.9 Hz, 1 H), 4.54 (d, J= 6.1 Hz, 2 H), 

'. 4.04-3.82 (m, 3 H), 3.55-3.43 (m, 4 H), 3.30-3.22 (m, 4 H), 2.87 (s, 3 H), 1.21 (t, / = 

7.14 Hz, 3. H). 
10 MS m/z 404 (M+H) + . 

EXAMPLE 7B 
Step 1 : iVK^fluorobenzyl>5-hy^ 

methylpiperazin-2-ylH-me^ 
15 carboxamide 




4-fluorobenzyl 2-(l^Kfimethylpiperazin-2-yl) -5-hydroxy- 1-methyl -6-oxo- 1,6- 
20 dihydropyriinidine^aiboxylate , obtained during the preparation of the compound 
in example 7 step 4, was dissolved in THF/NaOH 2N (1 :1) followed by the addition 
of iPrSC^Cl (4 eq). After being stirred at room temperature overnight, further addition 
of iPrS0 2 Cl (2.4 eq) and NaOH 2N (2.4 eq) were made to complete the reaction. 
After 3 hours NaOH 2N (10 eq) was added and the reaction mixture was stirred for 10 
25 minutes at room temperature. The tide product was isolated by preparative HPLC 
(Column C18, gradient of CH3CN/H2O + 0.01 %TFA). 

*H NMR (DMSOd6+ TFA, 300K, 300MHz) 8 9.48 (bt, J = 6.5 HzjLH), 739-735 (m, 
2H), 11 32-1 XI (m,, 2H), 4.96 (d, J = 8.4 Hz, 1H), 4.57 (d, J = 63 Hz, 2H), 4 .23 (d, J 
= 14.4 Hz, 1H), 3.96 (d, J = 10.8 Hz, IB), 3.76 (d, J = 10.2 Bfe, 1H), 3.53 (s, 3H); 
30 3.50-3.35 (m, 3H), 3.23-3.15 (m, 1H), 2.87 (s, 3H), 1.25 (d, J = 6.9 Hz, 6H). 
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MS:m/z 482(M+H) + . 

EXAMPLE 8 

#_(4_fluorobenzyl^ 
5 dihydrc^ycimidine-4^ari)0xami^ 



Methyl 5-(benzoyloxy>l-methyl^^xo-2~piperidin-2-yl-l,6- 
dihydropyrimidine-4-cafboxylate (prepared from 1 -(beiizyloxycarbonyl)piperidine-2- 
carboxylic acid by procedures similar to those set forth in Examples 1 or 2 in 

10 combination with a deprotection step) was suspended in THF and treated with 3 eq. of 
triethylamine and 3 eq. of methyl iodide at 40 °C. After stirring for 5 h, THF was 
evaporated and residue poured into EtO Ac and washed with brine. Organic phase was 
• dried (Na 2 SC>4), filtered and concentrated under reduced pressure. The oily residue 
was taken into EtOAc and treated with 3 eq. of 4-fluorobenzylamine at 90 °C for 0.5 

15 h. The title product was isolated as its trifluoroacetic salt by preparative RP-HFLC 
(C18, 5 pM, acetonitrile/water containing 0.1% TFA as eluant). 
*H NMR (DMSO-d6, 400 MHz) 5 12.28 (bs, 1 H), 9.50 (bt, 1 H), 9.31 (bs, 1 H), 7.37 
(dd,7= 5.6 Hz, 8.4 Hz, 2 H), 7.18 (t, / = 8.8 Hz, 2 H), 4.8^.6 (m, 1 H), 4.57 (d, J = 
6.4 Hz, 2 H), 3.70-3.60 (m, 1 H), 3.50 (s, 3 H), 3.4-33 (m, 1 H), 2.78 (bs, 3 H), 2.4- 

20 23 (m, 1 H), 1.92-1.46 (m, 5 H). 
MSm/z375(M+H) + . 

EXAMPLE 9 

2-(l-AcetylpyiroUdin-2-yl^ 
25 dihydropyrimidine-4-(^irboxamide 
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Step 1: Methyl 5<benzoyloxy>l-methyl-6^xo-2-pytroKdin»2-yl-l,^ 

dihydropyrimidine-4^arfx)xylate 

O 




5 Methyl-5-(benzoyloxy)-2-[Hterf4>^ 

hydroxypyrimidine -4-carboxylate was treated with TFArCEfeCfe (3:7) at 0 °C. The 
solution was warmed to room temperature and the progress of the reaction was 
monitored by MS analysis. After Ih the reaction was complete and the solvent was 
removed under reduced pressure using a rotatory evaporator. The tide product was 
10 precipitated with Et 2 0 and collected by filtration. 

^-NMR (CDC1 3 ,400 MHz) 5 8.17 (d, /= 7.4 Hz, 2 H), 7.67 (t,/= 7.6 Hz, 1 H), 
7 JS2 (t, J= 7.6 Hz, 2 H), 5.45 (dd, J= 7.6, 6.7 Hz, 1 H), 3.82 (s, 3 H), 3.66 (s, 3 H), 
3.61 (t, J = 7.0 Hz, 2 H), 2.78-2.69 (m, 1 H), 2.4O-2.00 (m, 3 H). 
MSm/z358(M+H) + . 

Step 2 : 2<l-Acetylpynohdin-2-yl)-N^^ 
oxo-l,6-dihydropyiinoridine^ 

To a stirred solution of the product of Step 1 (1.0 eq.) in CHCI3, 
triethylamine (3.0 eq.) was added followed by the addition of acetyl chloride (1.5 eq.). 
20 The reaction was stirred at room temperature until the starting material was consumed 
as determined by MS analysis. The reaction mixture was concentrated and the crude 
product was used directly in the subsequent step without further purification. 
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A solution of the crude product from above (1.0 eq.) in NMP was treated with 4-' 
fluorobenzylamine (2.0 eq.). The solution was stirred at reflux until the reactants were 
consumed as determined by MS analysis. The title compound was obtained by RP- 
HPLC purification (Cig, eluting with water and acetonitrile containing 0. 1 % 
5 trifluoroacetic acid) as a 4: 1 mixture of retainers by NMR. 

*H-NMR (DMSO-d*, 400 MHz) 6 12.11 (bs, 1 H), 8.49 (t, 7=6.2 Hz, 0.8 H), 830 (t, 
7=6.2 Hz, 6.2 H), 7.4-73 (m, 2 H), 7.15 (t, 7= 8.8 Hz, 2 H), 5.22 (dd, 7=8.0, 3.2 Hz, 
0.2 H), 5.02 (dd, 7=8.0, 3.2 Hz, 0.8 H), 4.60^.47 (m, 2 H), 3.95-3.85 (m, 0.8 H), 
3.80-3.70 (m, 0.2 H), 3.59-3.57 (m, 0.8 H), 3.55 (s, 2.4 H), 3.52 (s, 0.6 H), 3.43-3.37 
10 (m, 0.2 H), 2.40-1.7 (m, 4 H), 2.5 (s, 2.4 H), 1.75 (s, 0.8 H). 
MSm/z389(M+H) + . 

EXAMPLE 10 

2-(l-benzoyl-2,3-dihyd^l2I-m 
15 oxo-l,6-dihydropyrinridine-4-caiboxamide 

O 




Step 1: Methyl 2^23-dihydn>-lJy-indol-2-y^ 

1 ,6-dihydropyrimidine^t^arboxylate 

O 




20 Benzyl 2-[5-(benzoyloxy)-4^methoxycaito^ 

dihydix^yrimidi-2-^^^ was dissolved in EtOAc and 
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hydrogenated at atmospheric pressure on 10% Pd/C overnight The crude title 
product was obtained after filtration and evaporation 

Step 2 : Methyl 2^1-benzoyl-23^ydn>liy-indol-2-yl)-5-benzoyloxy-l- 

5 methyW^xcHl,6-dihydropyrimidine-4-<»rboxylate 

O 




THF was added to the crude product of Step 1, followed by pyridine (2 
eq.) and PhCOCl (1 eq.). After being stirred at room temperature overnight, the 
reaction mixture was evaporated to give the crude title product 

10 

Step 3 : 2-(l-benzoyl-23^ydro-Lff-md^ 

hydroxy- l-methyl-6-bxo- 1 ,6niihydropyrimidine-4^arboxaini de 
The crude product of Step 2 was dissolved in MeOH and 4- 

fluorobenzylamine (3.5 eq.) added. Hie solution was stirred at 60 °C over night Hie 
15 title product was obtained by preparative RP-HPLC (C18, gradient of CH 3 CN/H 2 0 + 

0.01 %TFA). 

*H NMR (DMSO-d* + TFA, 340 K, 400 MHz) 5 7.75-7.80 (m, 1 H), 7.45-6.97 (m, 13 
H), 5.77 (dd, J= 10, 3.6 Hz, 1 H), 435-4.50 (m, 2 H), 3.72 (dd, J= 16, 10 Hz, 1 H), 
335 (s, 3 H), 3.16 (dd, 16, 3.6 Hz, 1 H). 
20 MS m/z 499 (M+H)* 

EXAMPLE 11 

AK4-fluorobeDzyl)-5-hydra 

tetrahydroquinolin-2-yl]-l ,6-dihydropyrimidine-4-carboxamide 
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Step 1 : Methyl 2^123,4-tetrahydr^ 

oxo-l,6-dihydropyriinidine-4-caiboxylate 




5 Benzyl 2-[5-(benzoyloxy)^methoxycaibonyl)-l-^ 

dihydropyriiiiich-2-yl]-l£3,^^ (prepared from 

tetrahydroquinoline-2-carboxylic acid (Robl et al, Tetrahedron Letters 1995, 36: 
1593) by protection of the nitrogen and following procedures similar to those set forth 
in Examples 1 or 2 in combination with a deprotection step) was dissolved in EtOAc 

10 and hydrogenated at atmospheric pressure on 10% Pd/C at room temperature 
overnight The title product was obtained as the residue after filtration and 
evaporation of the organic solvent 

Step 2 : Methyl 5-benzoyloxy-l-methyl^-oxo-2-[l-^^ 

15 l£3,4^trahydroqumohn-2-y^ 
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The residue of Step 1 was dissolved in dichloromethane. Pyridine, 
picolinoyl chloride hydrochloride and a catalytic amount of DMAP were added. A 
farther addition of the reactants was made after two hours. After evaporation of the 
5 solvent, the residue was diluted with EtOAc, the organic phase washed with water, 
dried (Na 2 S04) and evaporated to afford the title product 

Step 3 : iVK4-fluorobenzyl)-5-hydroxy-l-methyl-6-oxo-2-[l-(pyridin-2- 

ylcarbonyl>l ^3,4-tetrahydroquinolin-2-yl]-l ,6-dihydropyiimi4ine-4- 
10 carboxamide 

The residue of Step 2 was dissolved in DMF and 4-fluorobenzylamine 
(3 eq.) was added. The reaction mixture was stirred at 90°C for 1 h. The title 
' compound was purified by preparative HPLC and isolated as its trifluoroacetic salt 
(C18, gradient of CH3CN/H2O + 0.01% TFA). 
15 'H-NMR (DMSO-de +TFA, 400 MHz, 340 K) 6 8.35 (d,/=4.2Hz, 1 H), 7.81 (t, /= 
7.4 Hz, 1 H), 7.54 (bt, 1 H), 7.49 (d, / = 7.7 Hz, 1 H), 7.37 (dd, J •= 5.2 Hz, 7.0 Hz, 1 
H), 1.75-132 (m, 2 H), 7.17-7.09 (m, 3 H), 6.90 (t, J= 7.3 Hz, 1 H), 6.62 (t, /= 7.3 
Hz, 1 H), 6.43 (bs, 1 H), 5.74 (t, J= 7.6 Hz, 1 H), 4.42 (dd, J=6A Hz, 14.8 Hz,lH), 
4.32 (dd, /=6.4 Hz, 14.8 Hz, 1 H), 3.65 (s, 3 H), 2.80-2.70 (m, 3 H), 1.85-1.75 (m, 1 
20 H). 

MSm£514(M+H) + . 



25 EXAMPLE 12 

2-[(2S,42iH-benzoyl^bydroxy^^ 
methyl^H3xo-l,6-dihydropyrimidine-4-carboxamide 
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O 



Step 1 : 




5 Methyl 2-[(2S/U0-l-tert-buty^^ 

yl]-5-{benzoyloxy>l-methyl-6-oxo-l,6^ [obtained 
from N-Boc-O-^nzyl-I^hydroxypioline using chemistry similar to those set forth in 
Examples 1 or 2; the stereochemistry of products of Steps 1 to 3 is based on that of 
starting material] was dissolved in dichloromethane (0.03 M), followed by addition of 

10 an excess of TFA. The mixture was stirred at room temperature for 1 hour. The 
solvent was evaporated in vacuo. To the residue dissolved in pyridine, benzoic 
anhydride (2 eq.) was added The mixture was stirred at room temperature for 5 hours. 
Pyridine was evaporated in vacuo and the residue dissolved in EtOAc was washed 
with HC1 (1M), saturated aqueous NaHCOs and brine, dried on Na 2 S04, filtered and 

15 evaporated in vacuo to give die title product as a yellow solid. 

*H NMR (DMSCMk 400 MHz, 330 K) 8 8.07 (d, J= 7.6 Hz, 2 H), 7.77 (t, /=73 Hz, 
H), 7.62 (t, 7=7.74 Hz, 2 H), 7.52-7.49 (m, 5 H), 7.33-7.30 (m, 5 H), 5.47 (bt, 1 H), 
4.53 (d, 7= 12.1 Hz, 1 H), 4.44 (d, 7=12.0 Hz, 1 H), 4.36 (bs, 1 H), 3.87-3.84 (m, 1 
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H), 3.76 (s, 3 H), 3.73 (s, 3 H), 3.57 (d, 7=11.2 Hz, 1 H) 2.70 (t, 7=12.2 Hz, 1 H),- 
2.31-2.28 (m, 1 H). 

Step 2 : 2-[(2S,4jR>l-benzo5d-4-(benz^oxy)pynroHdin-2^ 
fluorobeii2yl>5-hydroxy-l-me^^ 
carboxamide 

O 




Hie compound of Step 1 was dissolved in methanol and 4- 
fluoiobenzylamine (5 eq.) was added. The mixture was refluxed overnight After 
10 cooling, the reaction mixture was filtered and washed with ethyl ether to obtain the 
title product as a white solid. 

J H NMR (DMSO-d6, 400 MHz, 300 K) 8 12.15 (s, 1 H), 9.00 (br t, IB), 7.48 (d, 
7=7.6 Hz, 2 H) 7.41-720 (m, 10 H), 7.12 (t, 7= 8.8 Hz, 2H), 5.27 (t 7= 8Hz, 1 H), 
4.63 (dd, 7= 14.9, 7.3 Hz, 1 H), 4.5fr4.38 (m, 2 H), 426 (bs, 1 H) 425 (d, /=11.4 Hz, 
15 2 H) 3.68 (s, 3 H), 3.52 (d, 7= 112 Hz, 1 H), 2.66-2.63 (m, 1 H), 226-2.20 (m, 1 H). 
. MSm6557(M+H) + . 

Step 3 : 2-[(2S,419-l-benzoyl-4-hydrox^ 

hydroxy- 1 -methyl-6-oxo- 1 ,6-dihydrop yrimi dine-4-carboxamide 
20 The title compound of Step 2 was dissolved in AcOH and 10% Pd/C 

(10% weight) was added. The mixture was stirred under H 2 at atmosphere overnight 
Pd/C was filtered, AcOH evaporated in vacuo, and the resulting title compound was 
washed with methanol. 

>H NMR (DMSO-ds, 400 MHz) 8 12.1 (s, 1 H), 9 (bt 1 H), 7.51-7.47 (m, 3 H), 7.41- 
25 7.33 (m, 4 H) 7.11 (t, 7= 8.8 Hz, 2 H), 527 (t 7= 8 Hz, 1 H), 5.08 (d, 7=32 Hz, 1 H), 
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4.63 (dd, /=14.8 Hz, 7.3 Hz, 1 H), 4.43-4.39 (m, 2 H), 4.20 (d, J= 7.4 Hz, 1 H), 3.67 
(s, 3 H), 2.41-2.36 (m, 1 H), 2.2-2.1 (m, 1 H). 
MS zn/z 467 (M+H) + . 

5 EXAMPLE 13 

A^4-fluorobenzyl)-54iyclro^ 
dihydiopyrimidine-2,4-^ 



O 




2-Ethyl 4-methyl 5-[(2,2-dimethylpropahoy^ 
10 dihydropyrimidine-2,4-dicaiboxylate (made by protection and alkylation of the 

starting material of Example 4, Step 1 using procedures similar to those set forth in 
Examples 1 or 2) was dissolved in DMF, 4-fluorobenzylamine (3.1 eq.) was added 
and the mixture was stirred at 90 °C overnight After concentration of the solvent, the 
residue was taken into EtOAc, washed with 1 N HQ, dried over Na 2 S0 4 and 
15 evaporated to obtain crude tf-(4-fluorobenzyl>2-etto^ 

6^xoTl,6Hiihydropyrimidine-4^iboxamide. To this crude product was added 2- 
picolylamine (8 eq.), and the reaction was stirred at 90 °C overnight The title product 
was obtained as its trifluoroacetic salt by preparative RP-HELC purification (C18 
gradient of CH3CN/H2O + 0.01% TFA). 
20 l H NMR (DMSO-d*. 300K, 400 MHz) 5 12.70 (bs, 1 H), 9.75-9.65 (m, 2 H), 8.56 (d, 
/= 4.4 Hz, 1 H), 7.90-7.80 (m, 1 H), 7.44 (d, /= 8.0 Hz, 1 H), 7.40-7.35 (m, 3 H), 
7.17 (t, /= 9.2, 2 H), 4.60 (d, /= 6.0 Hz, 2 H), 4.54 (d, /= 6.0 Hz, 2 H), 3.67 (s, 3H). 
MS m/z 412 (M+H)\ 



25 EXAMPLE 14 

2-[2-(4-benzoylpiperari^^ 
1 ,6-dihy(hopyrinndine-4--caiboxa 
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Step 1 : 2^2£-«Iime&oxyethyl>^^ 

l,6-dihydropyrimidine-4-ca^ 



O 




5 Methyl 2^2>dimetooxyethy^ 

dihydiopyrinddine-4-caiboxylate (1.0 eq.) (prepared from 33-<liinethoxypropionitrile 
by procedure similar to those set forth in Examples 1 or 2) in dry MeOH was treated 
with 4-fluorobenzyl amine (25 eq.) a(t reflux for 2 hours. Solvent was removed in 
vacuo and residue triturated with Et20 to obtain the title product 
10 *H NMR (DMSO-d6, 300K, 400 MHz) 5: 9.80 (br s, 1H), 7.41-7.38 (m, 2H), 7.15 (t, J 
• ==8.7Hz,2H),5.(H(frs,lH)^ 
3.01 (d, J = 5.5 Hz, 2H). 
MS: mJz 366 (M-H)+ 

15 Step 2 : NK4-fluorobenzyl>54iydro^^ 

dihydropyrimidine-4-carboxamide 
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o 




The product of Step 1 was treated with a mixture HC1 1N/THF for 1 
hour at 40 °C. Organics were removed in vacuo and residue extracted in DCM, dried 
over Na2S04 and concentrated to give the title compound as -a foam which was 
5 immediately reacted in the following reductive animation. 
MS: m/z 320(M + H>f. 

Step 3 : 2-[2-(4-bemoylpiperazin-l-yl)eto^ 
methyl^^xo-l,6-dihydropyriim 

10 The product of Step 2 was dissolved in MeOH and treated with 

sodium acetate (1.6' eq.), 1-benzoylpiperazine (2 eq.), and sodium cyanoborohydride 
(1.43 eq.). The mixture was left stirring at room temperature for lhour. The reaction 
mixture was concentrated and the title compound was obtained by RP-HPLC 
purification ( Cis, eluting with water and acetonitrile containing 0.1 % TFA). 

15 ! H NMR(axa 3 +TFA, 273 K, 600 MHz) 8: 10.431 (hr s, 1H), 8.38 (t, J = 5.7 Hz, 
1H), 7.61 (t, J = 6.4 Hz, 1H), 7.52 (t, J = 7.7 Hz, 2H), 7.41 (d, J = 7.4 Hz, 2H), 7.28 
(2H, overlapped by CHCI3), 7.07 (t, J = 8.5 Hz, 2H), 4.97 (d, J = 14 Hz, 1H), 4.63 (d, 
J = 5.7 Hz, 2H), 4.10 (d, J = 14 Hz, 1H), 3.93 (d, J = 11.9 Hz, 1H), 3.82-3.74 (m, 4H), 
3.61 (s, 3H), 3.47 (t, J = 12.6 Hz, 1H), 3.41 (hr s, 2H), 3.29-3-26 (m, 1H), 3.15-3.14 

20 (m,lH). 

MS: m6494<M + H)+. 

EXAMPLE 15 

fl^fl u ^ be ^0-5-hydroxy^ 
25 dihydropyrimidine-4-caiboxamide 
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Stepl : Methyl l-aUyl-5-[(2,2-dimethyl^^^ 
dihydropyrinridine-4K:arboxylate 




5 Methyl 5-[(2£-dimethylprop^ 

dihydrop>riBiidine-4K^rboxylate (see Example 4, Step 3) was dissolved in THF, then 
allyl bromide (2 eq.) and CS2CO3 (2 eq.) were added. The reaction mixture was 
refluxed for 2h, then evaporated. Hie residue was diluted with EtO Ac, washed with 
IN HC1, dried (Na^CX*) and the solvent evaporated. The product was purified by 
10 flash chromatography on silica gel eluting with a gradient of petroleum ethecflBtOAc. 
^-NMR (DMSO-d*, 400 MHz, 300K) 8 8.47 (s, 1H), 5.99-5.92 (m, 1H), 5.25-5.14 
(m, 2H), 4.58 (d, J = 5.5 Hz, 2H), 3.82 (s> 3H), 1.28 (s, 9H). 

Step 2 : jV^4-fluorobe^l>5-hydn>xy-l^^ 
15 6^xo-l,6-dihydiopyrimi^ 

2a. The compound of Step 1 was dissolved in dichloroethane and 
m-CPB A was added (5 eq.). Hie reaction mixture was refluxed until the starting 
material was completely consumed, then evaporated. MS mfz 311 (M+H) + . 

2b. Crude material from step 2a was dissolved in MeOH and 
20 morpholine (6 eq.) was added. The reaction mixture was refluxed for 3h, then 
evaporated MS (EI+) m/z 398 (M+H) + . 

2c. Crude material from step 2b was dissolved in DMF and 4- 
fluorobenzylamine (3 eq.) was added. The reaction mixture was stirred at 90 °C for 
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3h. The title compound was obtained as its trifluoroacetate salt by RP-HPLC 
purification (gradient of CH 3 CN/H 2 0 + 0.01% TFA). 

'H-NMR (DMSO-de +TFA, 400 MHz, 340K) 8 9.27 (bt, 1H), 7.94 (s, 1H), 7.40-7.36 
(m, 2H), 7.15-7.11 (m, 2H), 4.48 (d, J= 6.4 Hz, 2H), 4.3CM.36, (m, 1H), 4.09 (dd, J= 
5 13.6, 4.0 Hz, 1H), 3.91-3.86 (m, 5H), 3.34-3.30 (m, 5H), 3.18 (dd, J= 13.6 ,4.0 Hz, 
1H). 

MS m/z 407 (M+H) + . 

EXAMPLE 16 

10 2-[(2S ,4S)- 1 -acetyl^fluoropyrrohdin-2-yl] -N-(4-fluorobenzyl)-5-hydroxy-l -methyl- 

6-oxo-l,6-dihydropyrimidin©-4^iiboxamide 

O 



15 




StepJL: l-Ben2^1-2-methyH2S,4S)^fluoropym)bo^ne-l,2Kiicaiboxylate 

„C0 2 Me 



s Cbz 

l-benzyl-2-methyl(2S,4R) 4-hydioxypyirobdiiie-l^ dicarboxylate in 
dichloromethane was added dropwise to a solution, precooled to -78 °C, of N,N- 
20 diethylaminosulfur trifluoride (1.0 eq.) in dicbloromediane. The reaction was stirred 
while the temperature was allowed to increase to 25 °C. The solvent was concentrated 
under vacuum and the crude was purified by flash chromatography (eluent petroleum 
ether. EtOAc = 1:1) to give the title compound. 

»H NMR (CDC1 3 , 300 MHz, 300 K) 5 7.42-7.30 (m, 5H), 5 .35-5.10 (m, 3H), 4.65 (d, 
25 J=9.6 Hz, 0.5H), 4.57 (d, J= 9.4Hz, 0JH), 3.99-3.62 (m, 2H), 3.79 (s, 1.5H), 3.68 (s, 
L5H), 2.62-229 (m,2H). 
MS:m/z282(M-fH) + . 
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15 



Step 2: (4S)-l-[(Benzyloxy)cari)onyl]-4-flaoro-L-proliBe 

„C0 2 H 



s CBz 

5 l-Benzyl-2-methyH2 dissolved in 

methanol was treated with NaOH IN (2 eq.) and the reaction mixture was stirred at 
50 °C for 3 hours. After concentration of the solvent, HC1 IN was added until pH=l 
and the aqueous layer was extracted three times with dichloromethane. The organic 
phase was washed with brine, dried over Na 2 S0 4 and filtered to give, after 
10 concentration, title compound. 

1 HNMR (CDCfe, 400 MHz, 300 K) 5 7.45-730' (m, 5H), 5.33-5.18 (m, 3H), 4.7O4.60 

(bin, 1H), 4.00-3.65 (m, 2H), 2.85-225 (m, 2H). 

MS:m/z268(M+H) + . 

Step 3: Benzyl-(2S,4S)-2-aminocarbon^ 



CONH 2 
N CBz 



A stirred solution of (4S)-l-[(Brazyloxy)carbonyl]-4-fluoio-I^pro in dioxane was 
treated with pyridine (0.7 eq.) and Boc 2 0 (1.3 eq.), then ammonium bicarbonate (1.26 
20 eq.) was added and the mixture was stirred at room temperature for 15 hours. 

Dioxane was concentrated and the residue was taken up in ethyl acetate, washed with 
1 N HC1 and brine, dried ova: N^S0 4 to give, after filtration and concentration, title 
compound. 

*H NMR (DMSO-de, 400 MHz, 340 K) 8 7.40-728 (m, 5H), 5.25 (dt, J H -f<= 53.6 Hz, J 
25 = 4.5 Hz, 1H), 5.13-5.06 (m, 2H), 428 (d, J= 9.6Hz, 1H), 3.80-3.63 (m, 2H), 2.45- 
221(m,2H). 
MS:m/z267(M+H) + . 
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Step 4: Benzyl-(2S,4S)-2-cyano4-^ 

-rr CN 1,, 

vv, n cbz • : . • 

Benzyl-(2S/lS)-2-aininocaito^ in 
5 dichloromethane was treated at 0 °C with EtaN (2.1 eq.) and trifluoroacetic anhydride 
was added dropwise. 

The reaction mixture was stirred at 0 °C for 0.5 hour and 10 minutes at room 
temperature. Then, it was diluted with dichloromethane, washed with HC1 IN and 
brine, dried over Na2S04 and filtered to give, after concentration, title compound. 
10 *H NMR (DMSO-d*, 400 MHz, 340 K) 5 7.42-7.30 (m, 5H), 5.40 (dbt, J H ^= 52.3 

1H), 5.20 (d, J=12.7 Hz, 1H), 5.16 (d, J= 12.7 Hz, IB), 4.94 (d, J= 8.4Hz, 1H), 3.68- 

3.56 (m, 2H), 2.63-2.41(m, 2H). 

MS:m/z249(M+H) + . 

15 Step 5: BenzyK2S,4S)-2-[an^o(hydto^ 
1-carboxylate 




Benzyl-(2S,4S>2^yano~4-fluoropyiro^ dissolved in absolute 

20 ethanol was treated with diethyl amine (1.5eq.) and hydroxylamine hydrochloride 
(1.3 eq.). 

The reaction mixture was stirred at 50 °C for 3 hours and then the solvent was 
removed under reduced pressure. The residue was partitioned between water and 
dichloromethane and the aqueous layer was extracted with dichloromethane three 
25 times. The organic phase was dried over Na 2 S0 4 and filtered. The solid obtained by 
concentration was then recrystallized from MeOH to give title compound. 
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*H NMR (DMSO-de, 400 MHz, 300 K) 8 9.10 (bs, 1H), 7.40-7.25 (m, 5H), 535-5.15 
(m, 3H), 5.07 (m, 2H), 4.43 (d, J= 9.1 Hz, 1H), 3.72-3.56 (m, 2H), 2.45-2.20 (m, 2H). 
• MS:m/z282(M+H) + . 



5 Step 6: Dimethyl-2-{[(aimno-{(2S,4S>l-[(benzyloxy)catbonyl]-4- 

fluoropyrrolidin-2-yl}methylidene)amino]oxy}but-2-enedioate 

O /CO z Me 



n 




C0 2 Me 



Benzyl-(2S,4S>2-[amino(hydrox^ 
10 chloroforai was treated with dimethylacetylene dicarboxylate for 3 hours at 60 °C. 
The chloroform was then concentrated to give the title compound as a 8:2 mixture of 
isomers. 

*H NMR (DMSO-d6, 400 MHz, 300 K) 5 7.45-7.25 (m, 5H), 6.51 (bs, 1.6 H), 6.14 
(bs, 0.4 H), 5.64 (s, 0.8H), 5.61 (s, 0.2 H), 5.30 (dt, J H - F = 53.9 Hz, J= 4.6 Ek, 1H), 
15 5.15-5.04 (m, 2H), 4.51 (t, J=8.8 Hz, 0.8H), 4.44 (bt, 0.4H), 3.85-3.48 (m, 8H), 2.67- 
2.23 (m,2H). 
MS:m/z424(M+H) + . 

, Step 7: Methyl-2-{(2S,4SH-[(benz^ 

5,6-dihydroxypyrimidine-4-caiboxylate 

20 




Dimethyl-2-{ [(amino- {(2S^ 

yl}methylidene)amino]oxy}but-2-enedioate was refluxed for 6 hours in ortho-xylene. 
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The reaction mixture was then cooled down to room temperature and petroleum 'ether 
was added A light brown solid precipitated to give after filtration title compound, that 
was not purified furthermore, but used as such in the following reaction. 

5 Step 8: Methyl-5-(benzoyloxy)-2-{(2S,4S)-H^ 

fluoropym>Hdin-2-yl}-6-hyd^^ 

OH 




Methyl-2-{(2S,4S)-l-[(bei^ 

10 dihydroxypyrimidine-4-carboxylate in pyridine was treated with benzoic anhydride 
(13 eq.) and the reaction mixture was stirred at room temperature overnight 
Pyridine was concentrated and the residue was taken up in ethyl acetate and washed 
with HC1 IN and brine. The organic phase was dried over Na 2 S0 4 and filtered to give 
after concentration a crude that was purified by flash chromatography , (eluent: 

15 petroleum ether, ethyl acetate= 1:1) to give title compound. 

*H NMR (DMSO-d6, 400 MHz, 300 K) 5 13.50 (bs, 1H), 8.09 (d, J=7.7Hz, 2H), 7.80 
(t, J= 735 Hz, 1H), 7.64 (t, J=7.8 Hz, 2H), 7.45-7.15 (m, 5H), 536 (dbt, Jh-f=54 Hz, 
1H), 5.14 (m, 2H),5.02-4.93 (m, 1H), 3.95-3.60 (m, 2H), 3.76 (s, 3H), 2.80-236 (m, 
2H). 

20 MS : m/z 496 (M+H) + . 



Step 9 : Methyl-5-(benzoyloxy)-2-{(2S,4S>l-[(benzyloxy)carbony 

fluoropyirolidin-2~yl } -l-methyl-6-oxo-l ,6-dihydiopyrimidine-4- 
carboxylate . 
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o 




Methyi-SKbenroyloxyW 

6-hydroxypyi±DMdine-4K^iboxylate, dissolved in dry dioxane, was added to a 
suspension of lithium hydride (1 .2 eq.) in dry dioxane. The reaction mixture was 
5 stirred at 38 °C for 45 minutes and then cooled down to room temperature. Dimethyl 
sulfate (1.3 eq.) was added and the mixture was heated to 58 °C and stirred at this 
temperature for 3 hours. The reaction mixture was then cooled down and glacial 
acetic acid (0.2 eq.) was added, followed by water and ethyl acetate. The aqueous 
layer was separated and extracted with ethyl acetate; the organic phase was dried over 
10 Na^O* and filtered to give, after concentration, a crude that was purified by flash 
chromatography (eluent petroleum ether ethyl acetate from 4:6 to 2:8) to give the tide 
compound as a 4.6:5.4 mixture of rotamers by NMR. 

■*H NMR (DMSO-ds, 400 MHz, 300 K) 8 8.08 (d, J=7.5 Hz, 2H), 7.79 (t, J= 7.3 Hz, 
1H), 7.63 (t, J=7.5 Hz, 2H), 737-7.11 (m, 5H), 5.48-538 (m, 2H), 5.20 (d, J= 12.8 
15 Hz, 0.46H), 5.12 (d, J=11.8 Hz, 0.54H), 5.10 (d, J=12J Hz, 0.54H), 4.92 (d, J=12.8 
Hz, 0.46H), 4.00-3.75 (m, 2H), 3.72 (s, 3H), 3.59 (s, 1.6H), 3 52 (s, 1.4H), 2.90-2.65 
(m,2H). 

MS:m/z510(M+H) + . 

20 Step 10 : Methyl-2-[(2S,4S>l-acetyl^ 
hydroxypyrimidme-4-carboxylate. 
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Methyl-5-(benzoyloxy)-2-{ (2S,4S)-l-[(benzyloxy)carto^ }- 
1 -methyl-6-oxo-l ,6-dihydropyrimidine-4^arboxylate, dissolved in ethyl acetate was 
treated with Pd/C 10% (10%w/w) and acetic anhydride (1 eq.) and submitted under 
5 • H2 atmosphere at room temperature. The reaction mixture was stirred at room 

temperature for 18 hours and then the suspension was filtered over celite to give the 
title compound as a 7:3 mixture of rotamers by NMR. 

*H NMR (DMSO-d*, 400 MHz, 300 K) 5 8.07 (m, 2H), 7.78 (m, 1H), 7.62 (m, 2H), 
5.75-5.26 (m, 2H), 4.13-3.60 (m, 2H), 3.72 (s, 3H), 3.59 (s, 3H), 2.79-2.36 (m/2H), 
10 2.03 (s,2.1H), 1.87 (s,0.9H). 
MS:m/z418(M+H) + . 

Step 11 : 24(2S,4S>l-acetyl-4-fluoropyrroUdin-2-yl]-N-(^ 

hydroxy-l-methyl-6-oxo-l ,6-dihydropyrimidine-4K^rboxamide. 

15 

Methyl-2-[(2S,4S)-l-acetyl^fluorop^ 

hydroxypy±nidine-4-carboxylate was dissolved in MeOH (0.12 N) and treated with 
4-F-benzylamine (3 eq.) in a sealed tube. The reaction mixture was stirred at 65 °C 
for 18 hours, then it was cooled down. The solvent was evaporated and die residue 
20 was washed with ethyl ether several times to obtain a solid that was recrystallized 

from ethanol and washed again with ethyl ether to give the title compound as a 73:2.7 
mixture of rotamers by NMR. 

*H NMR (DMSO-d^ 500 MHz, 300 K) 8 12.01 (bs, 1H), 8.52 (t, J = 6.3 Hz, 0.7H), 
8.34 (t, J = 6.3 Hz, 03H), 734-7.29 (m, 2H), 7.18-7.12 (m, 2H), 539 (dbt, J Hr F=543 
25 Hz, 0.7H), 5.29 (dt, Je*=54.2 Hz, J=4.4 Hz, 03 H), 5.38 (d, J=8.9 Hz, 03H), 5.18 
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(dd, J=9.2 and 1.6 Hz, 0.7H), 4.55-4.47 (m, 2H), 4.20-3.78 (m, 2H), 3.51 (s, 2.1H), ; 
3.50 (s, 0.9H), 2.75-2.54 (m, 1H), 2.47-2.27 (m, 1H), 2.00 (s, 2.1H), 1.81 (s, 0.9H). 
MS:m/z407(M+H) + . .'• >.:. 

EXAMPLE 17 



2-{(2S,42f)-l-[(dimetiiylamino)(oxo)acetyl]-4-methoxj^yiro 

fluorobenzyl)-54iydroxy-l-methyl-6K)xo-l > 6-d^ 

O 




10 Step 1 : 



(4i?)-l-[(Benzyloxy)caibonyl]-4-methoxy-L-proline 



-A. 



Cbz 



Synthesized following the procedure reported on Journal of Medicinal Chemistry 
1988,31,875-885. 



15 



Step 2 : 



BeozyK25,4i?)-2^ano^methoxypyrrohdine-lK^rboxylate 



N 

Cbz 



CN 



To compound (4#H4(Benzyloxy)c^^ dissolved in 

20 dioxane, Boc anhydride (13 eq), NH4HCO3 (1-26 eq.) and pyridine were added The 
mixture was stirred overnight at room temperature. Dioxane was removed in vacuo 
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and the residue, dissolved in ethyl acetate, was washed with HC1 IN, saturated 
aqueous NaHC0 3 and brine, dried over Na 2 S0 4 , filtered and concentrated in vacuo to 
get the primary amide. The crude product was dissolved in dichloromethane and 
triethylamine (2.1 eq.) was added. The mixture was cooled down to 0° C and 
5 trifluoroacetic anhydride (1.1 eq.) was added. After 1 hour the dichloromethane 

solution was diluted and washed with HC1 IN, saturated aqueous NaHC0 3 and brine, 
dried over Na2S0 4 , filtered and evaporated in vacuo. Hie compound was purified by 
flash chromatography on silica gel (eluent ethyl acetate: petroleum ether = 20%:80%) 
as a 4:6 mixture of rotamers by NMR. 
10 *H NMR (DMSO-d*, 400 MHz, 300 K) 6 7.45-7.3 (m, 5H), 5.20 (d, J=12 Hz, 0.4H), 
5.14 (s, 1.2H), 5.12 (d, J= 12 Hz, 0.4H), 4.75 (t, J= 7 Hz, 0.4H), 4.64 (t, J= 7.8 Hz, 
0.6H), 4.02 (bs, 1H), 3.6-3.45 (m, 2H), 3.21 (s, 3H), 2.45-2.40 (partially under 
DMSO) (m, 1H), 2.40-2.25 (m, lfi). 

15 iStep3: Ben2^1-(2S,4J?)-2-[amino(hy 



To benzyl-(25,4i?>2-cyano^methoxypyiTohdine-l-caiboxylate, dissolved in ethanol 



added. The mixture was stirred at 40°C for 4 hours then at room temperature 
overnight The mixture was concentrated in vacuo and the residue dissolved in ethyl 
acetate washed with brine, dried over Na2SC>4, filtered and concentrated to give title 
compound. 



25 *H NMR (DMSO-d*, 400 MHz, 300 K) 6 9.05 (bs, 1H), 7.45-7.25 (m, 5H), 5.4 (bs, 
2H), 5.10 (d, J= 13 Hz, 1H), 5.03 (d, J=13 Hz, 1H), 4.26 (t, J= 7.4 Hz, 1H), 3.97 (bs, 
1H), 3.63-3.45 (m, 2H), 3.22 (s, 3H) 2.3-2.03 (m, 2H). 



-1-carboxylate 




20 



(0.4 M), hydioxylamine hydrochloride (1.3 eq.) and triethylamine (1.5 eq.) were 



-119- 



WO 03/035077 



PCT/GB02/04753 



Step 4 : Dimethyl-2-{ [(amino-{ (25,4i2)-l-[(benzyloxy)carbonyl]-4- 

methoxypjqroUctin-2-yl}methyUdene)a^ 




5 To benzyl-(2S,4/?)-2-[amino(hy toxyimino)methyl]^methoxyp)axoUdine -1- 

carboxylate, dissolved in chloroform, dimethyl acetylendicarboxylate (1.1 eq.) was 
added. The mixture was refluxed for 1 hour and left stirring at 40° C overnight The 
chloroform was removed in vacuo and the crude product purified by flash 
chromatography on silica gel (eluent ethyl acetate: petroleum ether = 40: 60). Two 

10 isomers were present in ratio 7:3. , 
l H NMR (DMSO-d6, 400 MHz, 300 K) 8 7.40-7.23 (m, 5H), 6.7-6.55 (2bs, 1.4 H), 
6.35-6.2 (bs, 0.6H), 5.61 (s, 0.7H), 5.59 (s, 0.3H), 5.10 (d, J=13 Hz, 0.7H), 5.08 (s, 
0.6H), 5.02 (d, J=13 Hz, 0.7H), 4.30-4.20 (m, 1H), 3.97 (bs, 1H), 3.78 (s, 2.1H), 3.73 
■ (s, 0.9H), 3.62 (s, 0.9H), 3.59 (s, 2.1H), 3.65-3.50 (m, 2H), 3.22 (s, 3H), 2.37-2.23 (m, 

15 1H), 2.10-1.95 (m,lH). 



Step 5 : Methyl 5-(benzoyloxy)-2-{ (25,4l?)-l-[(benzyloxy)carbonyl]-4- 

methoxypyrroIidin-2-yl }-6-hydroxypyrimidine-4-carboxylate 

20 

OH 




Dimethyl-2-{ [(amino-{ (2S,4/0-H(benzyloxy)ca^ 

yl}methyUdene)amino]oxy}bm-2-enedioate were dissolved in xylene and the solution 
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stirred at 150°C for 3 hours and at room temperature overnight Xylene was 
concentrated in vacuo. To the crude compound, dissolved in pyridine, benzoic 
anhydride (13 eq.) was added and the reaction mixture was stirred at room 
temperature overnight. The solution was concentrated in vacuo and die crude 
5 dissolved in ethyl acetate washed with 1 N HCI, saturated aqueous NaHC0 3 and 
brine, dried on Na^CU, filtered and evaporated in vacuo. The crude product was 
purified by flash chromatography on silica gel (eluent ethyl acetate: petroleum ether = 
10:90) and showed a 1:1 mixture of rotamers by NMR. 

*H NMR (DMSOrd6, 400 MHz, 300 K) 8 13.5 (s, 1H), 8.09 (t, J= 7.0 Hz, 2H), 7.82- 
10 7.75 (m, IB), 7.66-7.61 (m, 2H), 7.40-7.25 (m, 4 H), 7.12-7.06 (m, 1H), 5.10 (s, 1H), 
5.09 (d, J= 12.5 Hz, 0.5H), 4.88 (d, J= 12.5 Hz, 0.5H), 4.66 (dd, J= 16.2 and 8.0 Hz, 
1H), 4.10^.00 (m, 1H), 3.74 (s, 3H), 3.75-3^60 (mi 2H), 3.25 (s, 3H), 2.45-2.40 
(partially under DMSO) (m, 1H), 2.13-2.03 (m, 1H). 

Step 6 : Methyi-5-(benzoyloxy)-2- { (25,4^>l-[(benzyloxy)caibonyl]-4- 

15 methoxypyrrolidin-2-yl } -l-methy]-6-oxo-l ,6-dihydropyriinidine-4- 

carboxylate 



UN O 
Cbz 

To methyl 5-(benzoyloxy)-2-{ (2S/M?)-1 -[(benzyl 

20 2-yl}^-hydroxypyrimidine-4-cait>oxylate, dissolved in dioxane, IiH (1.4 eq.) was 
added and the reaction mixture stirred at 38° C for 40 minutes. Hie temperature was 
raised to 60°C and dimethyl sulphate (1.3 eq.) was added dropwise. After two hours 
the reaction mixture was cooled down to 0°C and HQ 1 N was added to quench the 
reaction. Hie reaction mixture was extracted with ethyl acetate and the organic phase 

25 washed with HCI IN, saturated aqueous NaHC0 3 and brine, dried on Na^CU, filtered 
and concentrated in vacuo. The desired product was isolated by flash chromatography 
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cm silica gel (eluent ethyl acetate: petroleum ether = 30:70) as a 1:1 mixture of 
rotamers by NMR: 

*H NMR (DMSO-de, 400 MHz, 300 K) 8 8.08 (t, J= 6.8, 2H), 7.82-7.75 (m, 1H), 
7.66-7.61 (m, 2H), 7.38-7.22 (m, 4H), 7.08-7.02 (m, 1H), 5.18-5.12 (m, 1H), 5.13 (d, 
5 J= 13.1 Hz, 0.5H), 5.07 (d, J= 13.1 Hz, 0.5H), 5.06 (d, J= 12.4 Hz, 0.5H), 4.84 (d, J= 
12.4 Hz, 0.5H), 4.08^.17 (m, 1H), 3.73 (s, 3H), 3.75-3.55 (m, 2H), 3.65 (s, 13H), 
3.44 (s, 1.5H), 3.26 (s, 3H), 2.62-2.52 (partiaUy under DMSO) (m, IB), 2.30-2.15 (m, 
1H). 

MS:m/z522(M+H) + 

10 

Step 7 : Benzyl-(25,429-2-(4-{[(4-fluorote 

methyl-6-oxo-l,6-dihydropyrinridm-2-yl)-^ 
carboxylate 

o 




V-N O 
Cbz 



15 To methyl-5-<benzoyloxy>2-{ (2S,42c>l-[(benzyloxy)carbonyl]-4-m^ 

2-yl}-l-memyl-6-oxo-l,6-dmydropyriimdme-4^ in methanol, 4- 

F-benzy] amine (3 eq.) was added. The reaction mixture was stirred at reflux 
overnight Methanol was removed in vacuo and the residue triturated with ethyl ether 
to give the title product as a 4:6 mixture of rotamers by NMR: 

20 *H NMR (DMSO-ds + TFA, 400 MHz, 300 K) 8 14.0 (bs, 1H), 8.92 (t, J = 6.4 Hz, 
0.4H), 8.73 (t, J = 5.9 Hz, 0.6H), 735-7.25 (m, 4H), 7 .20-7.05 (m, 4H), 6.93 (d, J= 

7.5 Hz, 1H), 5.09-4.95 (m, Hi), 5.09 (d, J= 12.3 Hz, 0.6H), 4.75 (d, J= 123 Hz, 
0.6H), 5.05 (d, J= 13 Hz, 0.4H), 4.98 (d, J= 13 Hz, 0.4H), 4.52-4.43 (m, 2H), 4.12- 

4.06 (bm, 0.4H), 4.0^4.02 (bm, 0.6H), 3.87 (dd, J= 113 and 4.5Hz, 0.4H), 3.84 (dd, 
25 J= 12 and 2.7Hz, 0.6H), 3.65-335 (m, 1H), 339 (s, 12H), 3.41 (s, 1.8H), 3.25 (s, 

3H), 2.45-2.40 (partiaUy under DMSO) (m, 1H), 230-2.15 (m, 1H). 
MS:m/z511(M+H) + 
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Step 8 : #K4-fluoroben2yI>^^ 

l-methyl-6^xo-l,6-dihydrc^ ; 




Benzyl-(2S,4/0-2K4-{[(^^ 

l,6-dihydropyrimidin-2-yl^ was dissolved in 

methanol and Pd/C 10%wt (14%w/w) was added The mixture was stirred uncier H 2 ; 
10 atmosphere at room temperature. After 2 hours the reaction mixture was filtered and 
methanol was removed in vacuo to give title compound. 

! H NMR (DMSO-d^+TFA, 400 MHz, 300 K) 5 12^58 (bs, 1H), 10.16 (bs, 1H), 9.74 
(t, J= 6.3 Hz, 1H), 8.90 (bs, 1H), 7.36 (dd, J = 8.5 and 5.7 Hz, 2H), 7,19 (t, J= 8.8 Hz, 
2H), 5.01 (bs, 1H), 4.50-4.60 (m, 2H), 4.19 (bs, 1H), 3.55-3.45 (m, 1H), 3.47 (s, 3H), 
15 3.45-3.35 (m, 1H), 332 (s, 3H), 2.74 (dd, J= 13.9 and 7.5 Hz, 1H), 2.17-2.10 (m, 1H). 
MS:m/z377(M+H) + 

Step 9 : 2-{ (2S,420-l-[(dimethyIaD^ , 

yl}-i\K4-fluorobenzyl)-5-hydroxy-l-methyl-6K)Xo-l > 6- 
20 dihydbropyiiniidine-4-carboxami^ 

To jVK4-fluombenzyi)-^^ 

oxo-l,6-^iihydtopyrimidine^-caiboxaim (1 eq.) was added. The 

reaction mixture was cooled down to 0°C and methyl chlorobxoacetate (3 eq.) was 
25 added. After 1 hour the reaction mixture was concentrated and a big excess of 

dimethylamine 2M in THF (30 eq.) was added The reaction mixture was concentrated 
and the desired compound was isolated by HPLC purification (Waters, Symmetry Qg, 
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5um, 19x50mm eluting with water and acetonitrile containing 0.1% trifluoroacetic 
acid) as a 2:8 mixture of rotamers by NMR: 
. 'H NMR (DMSO-ds, 400 MHz, 340 K) 8 11.9 (bs, IB), 8.99 (bs, 0.8H), 8.85 (bs, 
0.2H), 7.40-7.30 (m, 2H), 7.14 (t, J= 8.8 Hz, 2H), 5.21 (t, J= 15 Hz, 1H), 4.54 (dd, J= 
5 14.9 and 6.7 Hz, 1H), 4.45 (dd, J= 14.9 and 6.4 Hz, 1H), 4.10 (bs, IB), 3.91 (dd, J= 
11.6 and 4.6 Hz, 0.2H), 3.79 (dd, J= 11.2 and 4.4 Hz, 0.8H), 3.60-3.50 (m, 1H), 3.58 
(s, 2.4H), 3.48 (s, 0.6H), 3.29 (s, 0.6H), 3.27 (s, 2.4H), 2.87 (s, 2.4H), 2.81 (s, 2.4H), 
2.64 (s, 0.6H), 2.57 (s, 0.6H), 2.70-2.50 (m, 1H), 2.30-2.20 (m, 0.8H), 2.20-2.10 (m, 
0.2H). 

10 MS:m/z476(M+H) + 

EXAMPLE 18 

^-[l-(4^{[(4-fluoiobenzyl)amino]carbonyl}-5-hydroxy-l-methyl-6-oxo^ • • 

dihydropyrimidin-2-yl)-l-me1hyleth^^ (1 1). 



15 



25 



O 



H N 




Stepl : 2-Amino-2-me1hylpiopanenitrile 

20 Organic Synthesis Coll. Vol JI pg 29 

Acetone cyanohydrin was diluted with MeOH (approx. 3 mmol/mL). The solution 
was cooled and saturated with ammonia gas, and the reaction mixture was allowed to 
stand for one day. The excess of ammonia and methyl alcohol were evaporated by 
rotary evaporation. Residue consisted in the title product 



Step 2 : Benzyl l-cyano-l-methylethylcaibamate 
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To a suspension of 2-amino-2-methylpropanenitrile in water an equimolar amount of 
Na 2 C03 and a slight excess (1.1 eq) of benzylchloroformate were added, with an 
5 external cooling. Reaction mixture was stirred o/n at room temperature, extracted in 
EtOAc and the organic phase was washed with NaHCCbss, dried (Na 2 S04), filtered 
and concentrated. Product was obtained as a white solid. 

a H-NMR (CDCb) 5 7.48-733 (bs, 5 H), 5.15 (s, 2 H), 4.98 (bs, 1 H), 1.68 (s, 6 H); 
13 C-NMR (CDCI 3 ) 5 15333, 13.81, 127.81, 127.63, 127.55, 120.64, 66.56, 46.19, 
10 26.67; MS (M+l) m/z 219. 

Step 3 : Benzyl 2-amino-2-(hydroxyimino)-l ,l-<fimethylethylcarbamate. 




Hydroxylamine hydrochloride in methanol was added to an equimolar stirred solution 
of potassium hydroxide in methanol. The mixture was stined for 15 min and the 
precipitated potassium chloride was removed by filtration. The filtrate was added to 
an equimolar amount of the nitrile and the solution stirred overnight at 40 °C, then 
20 cooled to room temperature and concentrated. The resulting residue was triturated 
with water and the white solid, after drying under vacuum, consists mainly in the title 
product 

^-NMR (DMSO) 5 9.12 (bs, 1 H), 7.48 (bs, 5 H), 7.08 (bs, 1 H), 533 (bs, 2 H), 4.98 
(s, 2 H), 139 (s, 6 H); MS (M+l) m/z 252. 

25 
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Step 4 : Methyl 2<l-{[(benzyloxy)caAOTyl]amino}-l-methylethyi)-5,6- 

dihydroxypyrimidine-4-carboxylate. 

OH 




H N ' 



O O 

Benzyl 2-airmio-2-(hydroxyimino)-14-dta was suspended in 

5 chloroform and treated with 1.2 eq of dimethylacetylenedicarboxylate and reaction 
was refluxed overnight After cooling at room temperature, volatiles were evaporated 
and the residue was taken into xylene and heated at 145 °C for 48 h. The reaction 
mixture was stirred at room temperature overnight to allow the precipitation of the 
product (5) as a light brown solid This solid was collected by filtration and washed 

10 with diethyl ether. 

felMR (DMSO) 5 12.54 (s, 1 H), 10.21 (s, 1 H), 7.44 (bs, 1 H), 730 (bs, 5 H), 4.95 
(s, 2 H), 3.80 (s, 3 H), 1.47 (s, 6 H); MS (M+l) m/z 362. 

Step 5 : Methyl 5-(benzoyloxy)-2-(l-{ [(ben2yloxy)caibonyl]aiiiino}-l- 
15 methylethyl)^-hydroxypyrimidhie-4-carboxylate. 

OH 

H ,A r OC0Ph 

o 7 x o 

To a stiiied solution of methyl 2^H[(benzyloxy)carbonyl]amin^ 
5,6^iihydroxypyEimidine-4K^oxyl^ in pyridine, 1.1 eq of benzoic anhydride were 

20 added and stirring prolonged at room temperature over night Pyridine was evaporated 
and residue was taken in ethyl acetate and washed with IN HQ and brine. Organic 
layer was separated, dried (Na 2 S0 4 ), filtered and concentrated by rotary evaporation 
and residue was purified by flash column chromatography (Si02, petroleum 
ether/ethyl acetate 60/40 v/v as eluant). Collection and evaporation of appropriate 

25 fractions afforded title product 
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'H-NMR (CDCfe) 5 12.2 (bs, 1 H), 8.15 (d, /= 7.4 Hz, 2 H), 7.65 (t, / = 7.4 Hz, 1 H), 
7.50 (t, /= 7.5 Hz, 2 H), 7.32 (bs, 5 H), 5.54 (bs, 1 H), 5.05 (s, 2 H), 3.82 (s, 3 H), 
1.67 (s, 6 H); MS (M+l) m/z 466. 

Step 6 : Methyl 5Kbenzoyloxy)-2^1-{[(benzyloxy)caibonyl]amino}-l- 
methylethyl)-l-methyl-^xo-l,6Kfihydix>^^ 



0, 



•nV 



OCOPh 



O 7 N O 
To a stirred solution of IiH (1.1 eq) in dioxane, methyl 5-(benzoyloxy)-2-{l- 

{[(benzyloxy)carbonyl]am^ - 

10 was added and the mixture was stirred at 38 °C for 45 min. After cooling down to 

room temperature, dimethylsulfate (1.3 eq) was added and reaction mixture was 

heated at 60 °C for 2 h. Mixture was then cooled to room temperature, dioxane 

evaporated and residue was purified by flash chromatography, eluting with 65/55 v/v 

petroleum ether/ethyl acetate. Collection and evaporation of appropriate fractions 

15 afforded the tide product 

! H-NMR (CDC1 3 ) S 8.19 (d, /= 7.3 Hz, 2 H), 7.65 (t, / = 7.3 Hz, 1 H), 7.51 (t, / = 7.6 

Hz, 2 H), 7.33 (bs, 5 H), 5.63 (bs, 1 H), 5.03 (s, 2 H), 3.80 (s, 3 H), 3.63 (bs, 3 H), 

1.72 (s, 6 H); MS (M+l) m/z 480. 

20 Step 8 : Benzyl l-(4-{[(4-fluorobenzyl)arom^ 

6^xo-l,6-^ydropyrimidin-2-yl>l-methylethylc 




25 To a methandlic solution of methyl 5-(benzoyloxy>2-(l- 
{ [(benzyloxy)carbonyl]ammo^ 
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dihydropyrimidine-4-carboxylate, />-fluoro benzylamine (3 eq) was added and mixture [\ 
was refluxed over night After evaporation of methanol, residue was taken in EtOAc, 
washed with IN HC1 and brine, dried (Na 2 S04), filtered arid evaporated to obtain the r 
titieproduct "''.« \ s • . ;';,>"' /V''' 

5 'H-NMR (CDC1 3 ) 5 U.9 (bs, 1 H), 7.79 (bt, 1 H), 735-7.29 (m, 1 H), 7.07 (t, / = 8.6 
Hz, 2 H), 5.27 (bs, 1 H), 5.02 (bs, 2 H), 4.58 (d, / = 6.2 Hz, 2 H), 3.67 (s, 3 H), 1.70 
(s,6H);MS(M+l)m/z469. 

Step 9 : 2<l-amino-l-methylethyl)-iV^^ 
10 oxo-l,6-dihydropyrimidine-^ 




HoN 



A methanolic solution of Benzyl H4^{[(4-fluorobenzyl)aim 
15 l-methyl-6^xo-l,6-dihydro^ was stirred over 

night under a hydrogen atmosphere in the presence of catalytic 10% Pd/C. Catalyst 
was then filtered off through celite, and the filtrate was concentrated. Product was 
obtained after trituration with ethyl ether. 

*H-NMR (DMSO) 5 12.31 (bs, 1 H), 9.68 (bt, /= 6.6 Hz, 1 H), 8.60 (bs, 2 H), 7.43 
20 (dd, / = 8.4 Hz, J = 5.7 Hz, 2 H), 7.20 (t, / = 8.8 Hz, 2 H), 4.54 (4 /= 6.6 Hz,2H), ^ ' 
3.56 (s, 3 H), 1.73 (s, 6 H); MS (M+l) m/z 335. 

Step 10 : Methyl { [H4-{[(4-fluQrobenzyl)an^o]caibonyl}-5-hydroxy-l- 
methyl-^xo-l,6-dihydiopyrimidin-2-yl)-l- : ! 
25 methylethyl]amino}(oxo)acetate. . 1 
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o 7 N o 

To a stirred mixture of 2^1-amino-l-methylethyl)^ 

methyl-6-oxo-l,6^hydropyrii^ (4) and triethyl amine (3 eq) in 

chloroform, methyl chlorooxoacetate (1.5 eq) was added with an external cooling. 
5 Finished the addition, the ice bath was removed and the mixture was stirred at room 
temperature for 3L Reaction mixture was then partitioned between chloroform and 
IN HQ. Organic layer was separated, washed with brine, dried (Na 2 SC>4), filtered and 
concentrated to obtain tide product 
• 'H-NMR (DMSO) 5 12.2 (bs, 1 H), 9.47 (s, 1 H), 9.04 (t, / = 6.3 Hz, 1 H), 7.3,8 (dd, 
10 /= 8.4 Hz, J= 5.7 Hz, 2 H), 7.16 (t, J = 8.8 Hz, 2 H), 4.50 (d, J = 6.3 Hz, 2 H), 3.78 
(s, 3 H), 3.45 (s, 3 H), 1.67 (s, 6 H); MS (M+l) m/z 421. 

• * 

Stepll: ^-[l-^f [(4-fluorobCTzyl)amino]carbonyl}-5^ydroxy-l-methyl-6- 
oxo-1 ,6KHhydn)pyrinii^^ 
15 dimethylethanediamide (11). 

Methyl {[H4-{[(4-fluorbbenzyl)ai^ 

dihydropyrimidin-2-yl)- 1 -methylethyl] amino } (oxo)acetate was refluxed in an excess 
of 2 M solution of dimethylamine in THF for 2 h. Reaction mixture was cooled to 
20 room temperature, evaporated and residue was purified by RP HPLC (C18, 

waierfacetonitrile containing 0.1% of trifluoroacetic acid as eluant). Collection and 
lyophilization of appropriate fractions afforded the title product 
. *H-NMR (DMSO) 5 12.19 (s, 1 H), 932 (s, 1 H), 9.06 (t, / = 6.4 Hz, 1 H), 7.40 (dd, 
\ / =8.5 Hz,/= 5.7 Hz, 2 H), 7.18 (t, / = 8.8 Hz, 2 H), 4.51 (d, 7 = 6.4 Hz, 2 H), 3.55 
25 (s, 3 H), 2.93 (s, 3 H), 2.87 (s, 3 H), L68 (s, 6 H); l3 C-NMR (DMSO) 8 168.23, 
163.76, 163.09, 161.20 (d, J = 96.4 Hz), 158.46, 151.90, 145.49, 134.77, 129.40 (d, / 

• = 3.2 Hz), 124.29, 115.05 (d, / = 8.5 Hz), 56.50, 41.51, 35.46, 33.42, 32.68, 26.85; 
\; MS (M+l) m/z 434; MS (M+l) m/z 434. 
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EXAMPLE 19 

Stepl : A^(4-fluorobenzy0^ [(5-methyl- 

13,4^xadiazol-2-yl)caibonyl]amino}ethyl)^^o-l,6^ 
5 dihydropyriimdin^ 



i' 




A solution of 5-methyl-l,3>4-oxadiazole-2-carboxylic acid was treated with 1.9 
equivalents of oxalyl chloride and a few drops of anhydrous iY^^limethylfonnamide. 

10 After 1 h, mixture was concentrated, residue was triturated with n-hexane and directly 
added to an equimolar solution of 2-(l-amino-l-methylethyl)-^ 
hydroxy-l-methyL-6^xo-l,6-^^ (described in step 9, 

example 18) in acetonitrile. Triethyl amine (3 eq) was added to the mixture and the 
reaction was stirred overnight at room temperature. Title product was isolated by prep 

15 RP HPLC (C18, acetonitrile/water containing 0.1% of trifluoroacetic acid as eluant). 
^-NMR (DMSO) 5 12.2 (bs, 1 H), 9.84 (s, 1 H), 9.05 (t, /= 6.5 Hz , 1 H), 7.38 (dd, 
/ = 8.4 Hz, /= 5.6 Hz, 2 H), 7.17 (t, / = 8.8 Hz, 2 H), 4.50 (d, /= 6.5 Hz, 2 H), 2.56 
(s, 3 H), 1.74 (s, 6 H), one methyl signal obscured by water, 
MS(M+l)m/z445. 

20 

EXAMPLE 20 

2~{ (2^1-[(dimethylamino)(oxo)ace^ }-N-{4~ 
fluorobenzyl>5-hydroxy-l-methyl-6^ 

25 
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O 




Stepl : l-Ben2yl-2-metbyH25)^xopynx)lidine-l^^carboxylate 

Cbz O 

5 A solution of dimethyl sulfoxide (2.1 eq) in dry dichloromethane was added dropWise 
to a stirred solution of oxalyl cMoride (1.01 eq) in dry dichloromethane (1.25 N) at - 
78 °C under N2 atmosphere. After 15 min, a solution of the commercially available 1- 
benzy]~2-methyH25,4i?)^hydit)xypym)Hdine-l ,2-dicaiboxylate in dry 
dichloromethane was added slowly, and stirring was continued for 30 min at -78 °C. 

10 After addition of triethylamine (5 eq), the mixture was gradually warmed up to room 
temperature. The mixture was quenched with water and aqueous layer was separated 
and extracted with dichloromethane. The extract was washed with brine and dried 
over Na2S04. Concentration of the solvent m vacuo gave a residue, which was 
purified by flash cromatography (ethyl acetaterpetroleum ether = 3:7) to give title 

15 product as a yeflow oil. 

*HNMR (DMSOKifrfTFA, 400 MHz, 330 K) 5 7.40-732 (m, 5H), 5.20-5.09 (m, 2H), 
4.79 (<U = 9.7 Hz, 1H), 3.95 (d, J = 17.9 Hz, 1H), 3.78 (d, J = 17.9 Hz, 1H), 3.64 (s, 
3H), 3.13 (dd, J = 18.7 and 10.6, 1H), 2.62 (dd, J = 18.7 and 2.7 Hz, 1H). 
MS: m/z 278 (M+B) + 

20 

Step 2: 1-Benzyl 2-methyl (2^,4^uoropynoUdine-l^Kficarboxylate 
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Cbz O 

A solution of l^enzyl-2-methyH25)^xopycrotidine-l^-dicaiboxylate in 
dichloromethane was slowly added to a solution of diethylaminosulfur fluoride in 
dichloTomethane precooled to - 78 °C. The reaction mixture was warmed to room 
5 temperature and mixed with cold water. The organic layer was separated, washed with 
water, dried over Na2S0 4 and evaporated to give title compound as a yellow oil. 
*H NMR (DMSO-dfi, 400 MHz, 330K) 8 7.40-7.32 (m, 5H), 5.16-5.12 (m, 2H), 4.63 
(br s, 1H), 3.96-3.80 (m, 2H), 3-65 (s, 3H), 3.15-2.86 (m, 1H), 2.56-2.45 (partially 
under DMSO) (m, 1H). 
10 ,9 F NMR 'H- 1 ^ dec (DMSO-ds, 400 MHz, 330 K) 6 - 98.13 (d, J = 223.7 Hz) + 

-98.72 (d, J = 223.6 Hz) (rotamer a), -101.38 (d, J = 190.7 Hz) + -102.00 (d, J = , • 
191.3 Hz) (rotamer b) (2F). 
MS m/z 300 (M + H) + . 

15 Step 3 : l-[(Benzyloxy)carbonyl]-4,4-dmuoro-L-proline 




Cbz O 



A solution of 1-benzyl 2-methyl (25M,4-difluoropyiTolidine-l ,2-dicarboxylate in 
methanol was refluxed with 2N NaOH (2 eq) for 2 hours. Methanol was removed and 
pH adjusted to 1 with 3 N HC1 obtaining a suspension which was extracted several 
20 times with ethyl acetate. Combined organics were dried over NajSCvt and evaporated 
to give title product as a dark brown oil. 

'H NMR (DMSO-ds, 400 MHz, 330K) 8 12.96 (br s, 1H), 736-731 (m, 5H), 5.11 (s, 
2H), 4.50 (bs, 1H), 3.91-3.80 (m, 2H), 3.01-2.82 (m, 1H), 2.56-2.41 (partially under 
DMSO)(m,lH). 
25 . MS: m/z 284 (M-H) + . 



Step 4 : Benzyl-(2S)-2-ammocaii>onyl-4,4-c^ 
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Cbz^ O 



To a stirred solution of l-[(benzyloxy)caibonyl]^^^ pyridine (0.6 

eq.) and di-t-butyl dicarbonate (1.3 eq) in dioxane, ammonium bicarbonate (1.26 eq) 
was added and the mixture was stirred at room temperature for 20 hours. Dioxane was 
concentrated and the residue dissolved in ethyl acetate and washed with HQ IN, 
saturated aqueous NaHCOs and brine, dried over Na^CX*, filtered and evaporated in 
vacuo to obtain a yellow oil. 

Two sets of signals, two conformers (ratio 1:1) were present 
'H NMR (DMSO-d6,400 MHz, 300 K) 5 7.56 (d, J = 15,4 Hz, 1H), 739-7.34 (m, 
5H), 7.17 (d, J = 19.3 Hz, 1H), 5.10-5.08 (m, 2H), 4.42 (d^ J = 93 and 4.7; 0.5 H), 
4.34 (dd, J = 9.2 and 4.6 Hz, 0.5 H), 3.92-3.73 (m, 2H), 2.90-2.72 (m, 1H), 2.43-2.30 
(m, 1H). 

MS:m/z285(M+H) + . 



Step 5 : Benzyl-(2^2^yano-4,4-difIuoropy^ 

F 

F 

Cbz 

A solution of benzyl-{2S)-2-aminocart>ony^ and 
triethylamine (2.1 eq.) in dichloromethane was cooled to 0°C and trifluoroacetic 
anhydride (1.1 eq.) was added dropwise under nitrogen. Stirring was continued for 1 
hour allowing die mixture to reach room temperature. Volatiles removed in vacuo and 
residue taken up in ethyl acetate, washed with HC1 IN, brine and dried over Na 2 S04. 
Evaporation gave title compound as brown oil. 

*H NMR (DMSO-d6, 400 MHz, 300 K) 5 7.40-7.34 (m, 5H), 5.20-5.03 (m, 3H), 
3.99-3.72 (m, 2H), 3.06-2.69 (m, 2H). 

Step 6 : Ben^H2^2~[amino(hydroxy^^ ' 
1-caiboxylate 
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NH 2 

A solution of benzyl-(2^2-cyano^,4-dffl^ 

hydroxylamine hydrochloride (1.4 eq.) and triethylamine (1.7 eq.) in ethanol was 
refluxed under nitrogen for 5 hours. Mixture was concentrated and residues taken up 
5 in ethyl acetate and washed with water and brine. Combined oiganics were dried over 
Na2S04 and evaporated to give title compound as a foam. 

! H NMR (DMSO-d<s, 300 MHz, 330 K) 5 9.12 (bs, 1H), 7.38-7.34 (m, 5H), 5.36 (bs, 
2H), 5.13 (d, J = 14.4 Hz, 1H) + 5.09 (d, J = 14.4 Hz, 1H), 4:56 (dd, J = 8.6 and 4.9 
Hz, 1H), 4.07-3.76 (m, 2H), 2.80-2.71 (m 1H), 2.60-2.51 (partially under DMSO) (m, 
10 1H). 

MS:m/z300(M+H) + . 

Step 7 : Dimethyl-2-{[(amm^ 

difluoropyrrolidin-2^yl }methylidene)amino]oxy }but-2-enedioate 




( X^COOMe 
NH 2 || 

15 XOOMe 
A solution of benzyH2S)-2-[anmio(hydroxyinHno)m^ 

carboxylate and dimethylacetylendicarboxylate (1.2 eq.) in chloroform was refluxed 
for 1 hour under nitrogen and the solution was concentrated. Residue was purified by 
flash chromatography on silica gel, (eluent: petroleum ethenethyl acetate = 7.5:2 5), to 

20 give the desired product as a 3: 1 mixture of two isomers by *H NMR. 

*H NMR (DMSO-dfo 300 MHz, 330 K) 57.45 -725 (m, 5H), 6.63 (bs, 1.5H), 6.30 
■ (bs, 0.5H), 5.62 (s, 0.75H), 5.60 (s, 0.25H), 5.13 (s, 2H), 4.58 (dd, J = 9.1 and 4S Hz) 
+ 4.57 (dd, partiaUy overlapped) (1H), 3.96-3.86 (m, 2H), 3.79 (s, 2.2H), 3.74 (s, 
0.8H), 3.66 (s, 0.8H), 3.61(s, 2.2H), 2.93-2.81(m, 1H), 2.56-2.43 (partially under 

25 DMSO)(m, 1H). 
. MS:m/z442(M+H)*. 
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15 



Step 8 : Methyl-2~{ (2S)-H(benzyloxy)ca*o^ 

5,6-dihydroxypjdirridine-4^ait^ 

OH 



F N Cbz 

A solution of dimethyl-2-{ [(amino-{ (25)-l-[(benzyloxy)carbonyl]^,4- 
5 difluoropyrrohdin-2-yl }methylidene)amino]oxy}but-2-enedioate in o-xylene was 
refluxed for 6 hours. Then the reaction was cooled down and concentrated at 
rotavapor. Ethyl ether was added until precipitation of a solid that was filtered, 
washed with other ethyl ether and dried to give the title pyrimidine as a brown solid. 
Two sets of signals, two rotamers (ratio 1:1) were present 
10 'H NMR (DMSO-dfe 400 MHz, 300 K) 5 12.97 (s, 1H), 10.38 (s, 1H), 7.40-7.29 (m, 
3H), 7.22-7.15 (m, 1H); 7.10-7.05 (m, 1H), 5.12 (d, J = 12.6 Hz, 0.5H) 5.10 (s, 1H), 
4.89 (d, J = 12.6 Hz, 0.5H), 4.8£4.72 (m, 1H), 4.10-3.86 (m, 2H), 3.81 (s, 3H), 
2.90-2.85 (m, 1H), 2.64-2.53 (partially under DMSO) (m, 1H). 
MS:m/z410(M+H) + . 



Step 9 : Methyl 5-(benzoyloxy)-2-{(25)-l-[(benzyloxy)cart)onyl]-4,4- 

difluoropyrrohdin-2-yl }-6-hydroxypyrinridine-4-carboxylate 

OH 

nV 062 



F x Cbz 
Methyl-2-{ (2S>l-[(brazyloxy)carix^ 
20 dihydroxypyrinudine-^-^A in dry pyridine was treated with benzoic 
anhydride (2 eq.) overnight at room temperature. 

The mixture was evaporated, taken up in ethyl acetate and washed with HC1 IN and 
brine. Organics were dried over Na^O*, filtered and evaporated to obtain an oil 
which was purified by flash chromatography on silica gel (eluent ethyl 
25 acetaterpetroleum ether = 7:3). 
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'H NMR pMSO-ds, 300 MHz, 330 K) 8 13.51 (bs, 1H), 8.10 (d, J = 7.6 Hz, 2H), 
7.79 (t, J = 7.1 Hz, 1H), 7.64 (t, J = 7.6 Hz, 2H), 7.33-7.17 (m, 5H), 5.13 (s, 2H), 4.99 
(t, J = 7.3 Hz, 1H), 4.09-3.97 (m, 2H), 3.77 (s, 3H), 3.02-2.99 (m, 2H). 
MS: m/z 514 <M+H) + . 

5 

Step 10 : Methyl-5-(braizoyloxy)-2-{(2^1-[(benzyloxy)caibonyl]-4,4- 

difluoropyrroli din-2-yI } - 1 -methyl-6-oxo- 1 ,6-dihydrbpyrimidine-4- 
caiboxylate 

10 Methyl 5-(benzoyloxy)-2-{(2S)-l-[(benzyloxy>^ 

6~hydroxypyriinidine-4^rboxyIate dissolved in dry 1,4-dioxane was added to a 
suspension of liH (1.4 eq.) in dioxane. Hie mixture was stirred at 38° C for 45 
minutes and then cooled down to room temperature. Dimethyl sulphate (1 .3 eq.) was 
added and the mixture was warmed to 58 °C for 1 hour. The reaction mixture was 

15 cooled down to 16 °C and glacial acetic acid (0.1 eq) was added, followed by water 
and ethyl acetate. The combined organic layers were dried (Na^C^), filtered and 
concentrated to an oil which was cromatographed through silica gel (eluent ethyl 
acetaterpetroleum ether=3:7) to give the desired compound as a 1:1 mixture of two 
retainers by ^NMR 

20 *H NMR (DMSO-dfc 300 MHz, 300 K) 5 8.1 1-8.08 (m, 2H), 7.80 (t, J= 7.7 Hz, 1H), 
7.67 - 7.65 (m, 2H), 736-7.10 (m, 5H), 5.50 (dd, J = 9.2 and 4.7 Hz, 1H), 5.22 (d, J = 
12.9 Hz, 0.5H), 5.14-4.95 (m, 1H), 4.93 (d, J = 12.3 Hz, 0.5H), 4.16-3.79 (m, 2H), 
3.74 (s, 3H), 3.61 (s,1.5H), 3.45 (s,1.5H), 3.25-3.11 (m, 1H), 2.89-2.74 (m, 1H). 
MS: m/z 528 (M+H) + . 

25 

Step 11 : BenzyH25)-4,4-difIuorc>-2-(4-{ [(4-fluorobenzyl)amino]ca^ 
hydroxy-l-methyl^-oxo-l,6-dihyd^ 
carboxylate 
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Methyl-5^enzoyloxy)-2-{(25)-l-[(benzyloxy)caibony 

l-methyl-6-oxo-l,6-dmydropyru^^ in dry MeOH was treated with 

4-fluorobenzyl amine (2.5 eq.) at reflux for 2 hours. Solvent was removed in vacuo 
5 and the residue was taken up in ethyl acetate, washed with HQ IN, brine, dried over 
Na 2 S04- The filtrate was concentrated in vacuo and triturated with ethyl ether to 
obtain the title compound as a 1 .5: 1 mixture of two retainers by NMR. 
*H NMR (DMSO-oV+TFA, 300 MHz, 300 K) 5 ,8.92 (bt, 0.4H), 8.69 (bt, 0.6H), 7.36- 
7.31 (m, 4H), 7.20-7.09 (m, 4H), 6.97 (d, J = 12 Hz, 1H), 5.34-5.25 (m, 1H), 5.14 
10 (d, J = 12.4 Hz, 0.4H ), 5.07-4.99 (m, 1.2H), 4.81 (d, J = 12.2 Hz, 0.4H), 4.5M.48 
(m, 2H), 4.38-4.21 (m, 1H), 4.07-3.96 (m, 1H), 3.59 (s, 1.2H)3.48 (s, 1.8H), 3.05- 
2.95 (m, 1H), 2.78-2.68 (m, 1H). 
MS: m/z 517 (M+H) + . 

15 • Step 12 : (2^;4Kffluoio-2-(4-{[(4-fluo 

l-methyl-^xo-l,6-dihydropyrimidin-2-yl)pyrrolidiniu^ 
trifluoroacetate 

O 

20 A solution of benzyH2SM>4^ u0 ^^M [(4-fluoroben2yl)amino]carbonyl}-5- 
hydroxy-l-methyl-6^xo-l,6-dihydropy^^ 

MeOH was treated with Pd/C 10%wt (10% w/w) for 3 hours at room temperature 
under Eb atmosphere. The mixture was filtrated over a celite pad, concentrated in 
vacuo and treated with trifluoroacetic acid (10 eq.). The acid in excess was removed 
25 in vacuo to obtain title product as a pale yellow solid after trituration with ethyl ether. 
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l R NMR (DMSO-de+TFA, 300 MHz, 340K) 8 9.60 (bt, 1H), 7.39 (t, J = 8 Hz, 2H), 
7.17 (t, J = 8,8 Hz, 2H), 5.35 (t, J = 8.4 Hz, 1H), 4.62 (dd, J = 153 and 6.6 Hz, 1H), 
4.55 (dd, J = 15.2 and 6.3 Hz, 1H), 4.05-3.87 (m, 2H), 3.48 (s, 3H), 3.30-3.14 (m, 
IB), 2.96- 2.78 (m, 1H). 
5 MS:m/z383(M+H) + . 

Step 13 : 2-{(2S^l-[(dimethylainino)(oxo)ac^ 

A^4-fluorobenzyl)-5-hydroxy-l-memyl-6^^ 
4-carboxamide 

10 

A solution of (25>4,4-difluoio-2-(M[(^ 

methyl-6-oxo- 1 ,6-dihydropyrimidin-2-yl)pyrroli dinium trifluoroacetate in chloroform 
and triethylamine (1.01 eq.) was treated with methyl chlorooxacetate (2 eq.) at 0 °C. , 
The mixture was allowed to reach room temperature for 2 hours. Dimethylamine (30 
15 eq.) was added at room temperature and the mixture left stirring over night The 

mixture was concentrated in vacuo and purified by preparative HPLC (Column: Ci8, 
eluent acetonitrile and water containing 0.1 % trifluoroacetic acid). To obtain the tide 
product two retainers (ratio 4: 1) were found in ! H NMR. 

*H NMR (DMSO-dfffTFA, 300 MHz, 300 K) 8 9.23 (t, J = 6.5 Hz, 0.8H), 9.10 (bt, 
20 0.2H), 7.34 - 7.31 (m, 2H), 7.11 (t, J = 8.8 Hz, 2H), 5.48 (dd, J = 8.9 and 5.7 Hz, 1H), 
4^3 (dd, J = 15.0 and 6.7 Hz, 1H), 4.42 (dd, J = 15.0 and 6.2 Hz, 1H), 4.244.16 (m, 
1H), 4.05-4.02 (t, J = 11.8 Hz, 1H), 3.52 (s, 2.4H), 3.45 (s, 0.6H), 3.15-3.04 (m, 
1.6H), 2.84 (s, 2.4H), 2.80 (s, 2.4H), 2.79 - 2.65 (m, 0.4H), 2.63 (s, 0.6H), 2.57 (s, 
0.6H). 

25 MS: m/z 482 (M+H) + . 

EXAMPLE 21 

2-[l^-dhnemyl4-(memylsulfonyl)piperazm-2-yl]-N-(4-fluoro 
methyl-^^xo-l,6Hlihydropyrimiduie4-carboxamide 
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Stepl : 1-benzyl 4-terf-butyl 2^yano-2~metiiylpiperazine-l ,4Kiicarboxylate 



Boc 




Cbz 

5 • 

To a cooled (-75 °C) solution of IDA 2M in heptane/THF (1J5 eq) in THF, a solution 
of l^(benzyloxy)caibonyl]-4-(ter^b^ acid 
(Bigge et ail, Tetrahedron Lett. 1989, 30: 5193) in THF was added dropwise at -75°C. 
After being stirred for 1 hour at -75 °C, Mel (1.5 eq) was added After 2 hours at -75 
10 °C the reaction mixture was left wanning to r.L, evaporated, diluted with AcOEt, 
washed with NaHC0 3 , water, brine and dried over Na 2 S04.- The crude was purified 
by flash chromatography on silica gel (petroleum ethei/AcOEt, 85:15) to obtain the 
title compound . 

*H NMR (DMSOd6, 340K, 300MHz) 8 7.45-7.30 (m, 5H), 5.19 (AA' system, J = 13 
15 Hz, 2H), 4.05 (d, J = 14 Hz, 1H), 3.87-3.78 (m, 1H), 3.66 (d, J = 14 Hz, 1H), 3.62- 
335 (m, 3H), 1.66 (s, 3H), 1.45 (s, 9H). 
MS: m/z 360 (M+H) + . 

Step 2: 1-benzyl 4-tert-butyl 2-[(Z)-amino({ [(LB)-3-methoxy-l- 

20 (methoxycarbonyl>3-oxoprop-l-enyl^^ 
piperazine-l,4-dicarboxylate. 
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NH * C0 2 Me 



Cbz 



Us 



O X0 2 Me 



A solution of 1-benzyl 4-tert-butyl 2^yano-2-methylpipera2dne-l,4^iicarboxylate in 
EtOH was added to a solution of Et3N (3.2 eq) and NH 2 OH* BO (3 eq) in EtOHL The 
5 mixture was stirred 2 hr at 40 °C After evaporation of the solvent, the residue was 
diluted with AcOEt, washed with water, dried over Na 2 S0 4 , filtered and concentrated. 
The residue was further dissolved in chloroform and dimethylacetylenedicarboxylate 
(1.5 eq) added to the stirred solution. Reaction was refluxed over night The mixture 
was evaporated and the residue was purified by flash chromatography on silica gel 
10 (petroleum ether/AcOEt, 65:35) affording the title compound as mixuture of isomers 
in 3.5:1 ratio. 

*H NMR (DMSOd*, 340K, 300MBz). Two sets of signals were observed due to the 
, presence of the geometric isomers: 5 7.48-7.25 (m, 5H), 6.31( bs, 1.56 H), 6.01 (bs, 
0.44 H), 5.63 ( s,0.78 H), 5.55 (s, 0.22 H), 5.12-5.02 (m, 2E0, 3.85-3.60 (m, 9H), 
15 3.60-3.45 (m, 2H), 3.45-3.31 (m, 1H), 1.51 (s, 2.4ED , 1-45 (s, 0.66 H), 1.41 (s, 9H). 
MS:m/z535(M+H) + . 

Step3 : 1-benzyl 4-tert-butyl 2-[5-(benzoyloxy)-4-hydroxy-6- 

(methoxycaibonyl) pyrimidin-2-yl]-2-methylpipe^ 

20 





1-benzyl 4-te/t-butyl 2-[(Z)-amino({[(lJ^3-metto^ 

oxoprop-l-enyl]oxy}imino)me^yl]-2-^ was 
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dissolved in xylene and stirred at 155 °C for 8h. After evaporation of the solvent, the 
residue was dissolved in pyridine and benzoic anhydride (1.5 eq) was added. The 
reaction mixture was stirred at room temperature over night, then pyridine was 
evaporated. The residue was diluted with AcOEt, the organic phase washed with HC1 
5 IN, dried (Na2S0 4 ) and evaporated- The title product was obtained by flash 
chromatography (eluent petroleum etherfAcOEt 70/30). 

'H-NMR (DMSOde, 340K, 400MHz) 5 12.96 (bs, 1H), 8.07 (d, 7=7.2 Hz, 2 H), 7.76 
(t, 7=7.6 Hz, 1H), 7.62 (t, 7=7.6 Hz, 2H), 7.37-7.22 (m, 5H), 5.03 (s, 2H), 3.96 (dt 
^=13.6 Hz, 72=5.8 Hz, 1H), 3.80-3.52 (m, 7H), 3.47-3.40 (m, IB), 1.65 (s, 3H), 1.35 

10 (s,9H). ' .* ~ 

MS:m/z607(M+H) + . 

Step 4: l-benzyl4-rert-butyl2-[5r(benzoyloxy)-4-(memoxyc^onyl)-l- , 

memyl-6-oxo-l,6-dmydropyrimidm-2-yl]-2-memylp^ 
dicarboxylate. 



15 



O OMe 



OCOPh Js^^OCOPh 

N 



L^NCbz O k^NCbz O 




B 



1-Benzyl 4-terf-butyl 245Kbenzoyloxy)^ydroxy-6-(me^ pyrimidin- 
20 2-yl]-2-methylpipeiazine-l,4-dicarboxylate was added to a suspension of IiH (1.1 eq) 
in dioxane (7 ml/mmol) at room temperature. The mixture was stirred at 40 °C for 45 
min, then dimethylsulf ate (1 3 eq) was added and the temperature was raised to 60 °C. 
After 1 h glacial acetic acid (0.1 eq) was added to the reaction mixture, followed by 
water (7 ml/mmol) and EtOAc (7 ml/mmol). The aqueous layer was separated and 
25 extracted with EtOAc. The combined organic layers were dried (Na^O*) and 
concentrated The crude was purified by flash chromatography on silica gel 
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(AcOEt/petroleum ether, 1:4) to separate the title compound A from B (ratio A/B 
13/1). 

A: 'H NMR (Cb 3 CN, 320K, 300MHz) 8 8.18 (d, 7=7.2 Hz, 2H), 7.80 (t, 7=7.5 Hz, 
1H), 7.63 (t, 7=7.8 Hz, 2H), 7.45-7.22 (m, 5H), 5.08 (AA' system, J = 12 Hz, 2H), 

5 4.18-3.88 (m, 3H), 3.31 ' (s, 3H), 3.68-3.46 (m, 5H, at 3.58 (s)), 3.40-3.22 (m, 1H), 
1.75 (s,3H), 1.49 (s,9H). 

'' MS: m/z 621 (M+H) + . 

Step 5 : Methyl 5-(benzoyloxy)-2-[4-(te7t-butoxycarbonyl)-2-methylpiperazin- 

10 2-yl]-l-methyl^K)xo-l,6-dihydiapyriinidine-4^arboxyl^ 

O 

.OCOPh 



k^NH O 

1 -Benzyl 4-*CTt-butyl 2-[5-(benzoyloxy)^memoxycarbonyl)-l-methyl-6-oxo-l,6- 
dmydropyrimidm-2-yI]-2-memylpiperazme-l,4-dicarboxyIate was dissolved in AcOEt 
(20 ml/mmol) and hydrogenated at atm pressure on 10% (w/w) Pd/C over night After 
15 filtration of the catalyst, solvent was evaporated to give crude product 

'H NMR (DMSOd6 + TFA, 340K, 400MHz) 5 8.08 (d, J = 7.1 Hz, 2H), 7.787 (t, J = 
7.4 Hz, 1H), 7.63 (t J =7.8 Hz, 2H), 4.30 (d, J = 15.2 Hz, 1H), 3.90-3.50 (m, 10H), 
3.35-3.25 (m, 1H), 1.81(s, 3H), 1.37 (s, 9H) . 
MS (BI+) mfr 487 (M+H) + . 

20 

Step 6 : 2-[l,2-dimemyl-4-(mefoylsulf^ 

5-hydtoxy-l-memyl-6-oxo-l,6-dihydropyi^ . 

Crude methyl 5-(benzoyloxy>2-[4-(terr-butoxycaibonyl)-2-me%lpiperazin-2-yl]-l- 
25 methyl-6-oxo- 1 ,6-dmydropyrimidme-4-carboxylate was dissolved in MeOH, p- 
fluorobenzylamine (3.0 eq) was added and the mixture was refluxed over night 
Evaporation of the solvent afforded crude product 
MS:m/z476(M+H) + . 
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Crude obtained in the previous step was dissolved in MeOH (20 ml/mmol) and 
NaCNBH 3 (2-8 eq), AcONa (3.2 eq) and HCHO 37 % in H 2 0 (4eq) were added The 
reaction mixture was stirred at room temperature over night, evaporated and the crude 
solid (4-fluorobenzyl 2-[4-(ferf-butoxycarbonyl)-l,2-^imefliylpiperazin-2--yl]-5- 
5 hydroxy-l-methyl^oxo4,6-cfihydropy^ obtained washed with 

R2O. 

MS <ffl+) m/z 490 (M+H) + . 

Deprotection of Boc group was carried out in DCM/TFA (1:1, 10 ml/mmol) for 1 
hour. 

10 MS (EI+) m/z 390 (M+H)\ The crude product was dissolved in DCM , R3N (33 eq) 
and MeS02Cl (2.6 eq) were added and the reaction was stirred at room temperature 
over night The reaction mixture was evaporated and the crude residue purified py 
preparative HPLC (C18, gradient of CH3CN/H2O + 0.01% TFA) to obtain the titte 
product 

15 *H NMR (CD3CN + TFA, 320K, 400MHz) 5 8.51 (bs, 1H), 7.46-736 (m, 2li) t 7.15- 
7.10 (m, 2H), 4.64 (d,J = 6.4 Hz, 2EJ), 4.04 (dd, Ji = 14.4 Hz, J 2 = 2.2 Hz, 1H), 3.88- 
3.80 (m, 1H), 3.68 (dt, Ji = 13.6 Hz, J 2 = 3.3 Hz, 1H), 3.61 (s, 3H), 3.60-3.50 (m, 1H) 
3.42-3.31(m, 2H), 2.94 (s, 3H), 2.81 (s, 3H), 1.92 (s, 3H). 
MS:m/z468(M+H) + . 

20 Tables 1 and 2 below list compounds of the present invention which 

have been prepared. The tables provide the structure and name of each compound, 
the mass of its molecular ion plus 1 (M+) or molecular ion minus 1 (Mr) as 
determined via HA-MS, and the synthetic scheme employed to prepare the 
compound. When the compound was prepared as a salt, the identity of the salt is 

25 included with the compound name. The synthetic scheme identified as "1*" in Table 
1 is identical to Scheme 1 above, except for an additional deprotection step to remove 
Boc, Cbz, or benzyl present in the 2-substituent in the pyrimidinone ring. 
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Table 1 



Exp 


Structure 


Name 


M+ 


Scheme 


1 




Coy 


N<2"ethoxyben2yI>-5-hydn>xy> 
l-methyl-2K4-incdiylphenyl)-6- 
oxo- 1 ,6-dibydropyriinidin&-4-- 
carboxanride 


394 


1 


2 






N^23-<Iiinethoxybea2yI>-5- 

hydroxy-l-methyl-2-(4- 

methylphcDyI}-6-oxo-l,6- 

dihydropyrinridine^i- 

catboxanride 


410 


1 


3 


111 


V A 

° 


N-<23-<iinieti»xybenzyQ-2-{4- 
[(dhnetfaylanimo)mediyI]pheayl 
} -54iydroxy-l-metbyl-6-oxo- 
l,6-dihydn)pyrimidine-4- 
carboxanride (TFA salt) 


453 


3 


4 






N-(4-fluorobenzyI)-2-{4- 
[(dimethylamino)metbyI]pheiiyl 
}-5-hydroxy-l-methy 1-6-oxo- 
l,6^dihydropyriinidin&-4- 
carboxamide (TFA salt) 


411 


3 


5 




N^23-dimeihoxybenzyl)-5- 
hydiuxy~l-methyl-6-oxo--2-[4- 
(pyrrolidiib-l-ylmethyOphenyl]- 
l,6^ydropyrimidiDe-4- 
caiboxamide (TFA salt) 


479 


3 


6 




NK4-flnorobenzyI)-5-bydioxy-l 
metbyl-^-oxo-2-[4-(pyiTolidnx-l 
ylmethyDphenyll-l^ 
dihydropyriinidme>-4- 
caiboxanride (TFA salt) 


437 


3 


7 






NK4-fltK>robenzyI)~5-hydroxy-l 
mediyl-6-oxo-Z-[4-(pipcridm-l- 
yhnetbyl)phenyr|-l,6- 
dihydropyrinridine-4- 
caiboxamide (TFA salt) 


451 


3 


8 




o 


N-(23-diniedK>xybenzyI^5- 
hydroxy- l-methyl-2- [4- 
(morpboHD-4-ylmetbyI)pheiiyri- 
6-oxo-l,6^ydropyrinridine-4- 
carboxaroide (TFA salt) 


495 


3 
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9 




N-{4-fluorobcm2yl)-5-hydroxy-J 
me*hyi-2-[4^marpholro-4- 
y!mediyi)pbenyI]-6*>xo- 1,6- 
dihydropyriinidiiic-4- 
carboxamide (TFA salt) 


453 


3 

i 


10 




N-(4-fluoibbenzyI)-5-hydioxy-l 
metfayl-2-{4-[(4- 
metfaylpiperazin-1- 
yI)methyl]pheiiyl}-6-oxo-l J6- 

dihydropy riinidiTiB-4- 
caiboxamide (TFA salt) 


466 


3 


11 




2^{4- 

[(dietfaylaramo)nicthyl]phcnylJ- 
N-(23-dimeihoxybenzyI)-5- 
bydroxy-l-methyl-6-oxo- 1,6- 
dihydropyrimidine-4- 
carboxamide (TFA salt) 


481 


3 


12 


0 


2^{4- 

[(diethylamino)methyI]pbeiiyl}- 
N^4-fluorobeozyl>5-hydroxy-l 
methyl-6-oxo-l ,6- 
dihydropyri midine-4- 
caiboxamidc (TFA salt) 


439 


3 

. » 


13 


,^H,C^ X.OH 


2. 

[(dmiemylamino)(pbenyl)methy 
rhN-(4-fluorobenzyI)-S. 
hydroxy- l-methyl-6-oxo- 1,6- 
dihydrnpyri Tn, dini>4- i 
carboxamide (TFA salt) 


411 


3 


14 


a^xf 


N-(4-fluorobenzyI)-2-f(4- 
fonny Ipiperazin- 1- 
yl)(phenyl)methyI}-5-hydroxy-l 
memyl-6-oxo-l ,6- 
dihydxopyrimidine-4- 
carboxanride (TFA salt) j 


480 


3 


15 




N-(4-fluorobenzyI)-5-hydroxy-l 
methyl-6-oxo-2- 
{phenyl[(pyridin-3- 
ybnethyl)aimiio]inethyl}-l ,6- 
dihydiopyriinidine-4- 
carboxamide (TFA salt) 


474 


3 


16 




2-benzyl-i-[2r 
(dimelhylainmo)ethyI>N-(4- 
fluoioben2yI}-5-hydroxy-6-ox0> 
l,6^^ydropyrimidine-4- 
carboxamide (TFA salt) 


425 


1 
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17 




l-P-(dimethylamino)ethyI|-N- 
(4-fluorobenzyI)-5-hydn)xy-2- 
(2-melfaylphenyI)-6-oxo- 1,6- 
dihydiDpyrimidine-4- 
carbaxanride (TF A salt) 


425 


1 


18 


o 


N-<4-fluorobcnzyl)~5-hydroxy-l 
metiiyl-2-{4-metfaylphenyl)-6- 
oxo-l,6-<iihydropyriniidme-4- 
caiboxamide 


368 


1 


19 


Pi 

^^^^^^^^^^^^^^^^ 


2-benzyI-N-CW- 

dimetboxybenzyl>l-[2- 

(dimethylammo)etfayri-5- 

bydroxy-6-oxo-l,6- 

dihydxopyrimidme-4- 

caiboxamide (TFA salt) 


467 


1 


20 




2- {4^(4**thy lpiperazm-1- 
yl)meth>1]pheoyl}-N-(4- 
fluorobenzyl)-5-hydroxy-l- ' 
memyl-6-oxo-l,6- 
dihydropyriinidino-4-- 
caiboxamide (TFA salt) 


480 


3 


21 




N-(4-fluorobenzyl)-5-hydroxy-l 

memyl-6-oxo-2^{4-[(2-pyiidm- 

3-ylpiperidin-l- 

yl)memy0phenyl}-l,6- 

dihydropyrimidme-4- 

catboxamide (TFA salt) 


528 


3, 


22 


o 


N-(4-fluoTobearzyl>54iydioxy-l 
methyl-6-oxo-l t 6- 
dihydropyrimidine-4- 
carboxamide 


276 (M-) 


1 


23 


o 


N-(23-dmiethoxybeiizyl}-5- 
hydroxy-l-metiiyl-6-oxo- 1,6- 
dihydropyriiiiidine-4- 
caiboxamide 


320 


1 


24 


o 

F 


N-[4-fluoro-2~ 

^tTffhmmmetfavl^benzvn-5- 

hydroxy-i-memyl-6-oxo-l,6- 

dmydropynnridine-4- 

caiboxamide 


(M-)344 


1 
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25 


O ' 
II 

0 


N^3-diloro-4--metbyIbenzyI>5 
hydroxy- 1 -methy I-6-oxo- 1,6- 
dihydropyrimidin e-4- 
carboxamide 


- 304 


1 


26 




5-bydroxy-N-[(UU2S>-2- 
hydroxy-23-dihydro-lH-inden- 

methylpiperazui-l- 
yl)methyI]pbenyl}-6-oxo-l,6- 
d j hy drapyrifryi d|n 
c^xanridefnPA^alt). 


490 


3 


27 




NX4~fIuorobenzyI)~5-hydroxy-2 
(4-{[(2R)-2- 

(metboxymetby])pyrToIidin- 1- 
yljmetby] }pbenyl>-l -methyl-6- 
oxo- l,6-dihydropyrimidine^4- 
carboxamide (TPA salt) 


481 


3 


28 




N-(4-fluorobenzyI)-5-hydroxy-2 
(4-{[(2S)-2. 

(methoxyxaethyl)pyrrolidine 1- 
yl]mediyl }phenyI>l-methyl-6- 
oxo- 1 ,6-dihydropyrimidine-4- 
carboxanride (TFA salt) 


481 


3 


29 




NK4-fluorobeozyI>-2<4-{[(4- 
fluarobenzyOaminoJmetfryl }ph 
enyl)-5-lrydioxy- l-metiryl-6- 
oxo-1 ,6-<Hfaydropyrinii dinc-4- 
carboxamide (TFA salt) 


491 


3 , 


30 




2-benzy^-(4-fluorobenzyI>-5- 
hydroxy-l-<2-morpholin-4- 
yIethyl)-6-oxo-l,6- 
dihydropyiiiiridnie-4- 
carboxamide (TFA salt) 


467 


1 


31 


o 


l-£2r<dimcthylaimno)ediyrhN- 
(4-fluorobenzyl)-5-bydroxy-6- 
oxo-1 > 6-dahydiopyrimidine-4- 
carboxaimde (TFA salt) 


335 


1 


32 


V „ 

T H 


NK4-fhiorobeozyI)-5-hydroxy-€ 
3XO-l-(pyridm-3~ylmediyI)- 1,6- 
iibydropyriiDi dine-4- 
=arboxamide (TFA salt) 


355 


1 
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33 


&5^r 


2-benzyi-N-(4-fluorobenzyl)-5- 
hydroxy-6-oxo-i-(2-pyiroIidm- 
l-ylethyl)-l,6- 
dihydropyriinidiiie-4- 
carboxamide (TFA salt) 


451 


1 

» 


34 




2-benzyl-N-(4-fluorobeozyI)-5- 
hydroxy-6-oxo-l-(2-piperidin-l 
ylediyl)- l f 6-dihydropyrimidhie- 
4-caiboxamide (TFA salt) 


465 


1 


35 


0 


2-{l-benzylpiperidhi-2-yI>N-{4 
fluorobenzyI)-5-bydroxy-l- 
methyI-6-oxo- 1 ,6- 
djhydropyriTnidinft-4- 
carboxamide (TFA salt) 


451 


4 


36 




N-(4-fluorobenzyI)-5-hydioxy-l 
methy l-2-< 1 -methy lpiperidia-2- 
yl)-6-oxo-l f 6- 
dihydropyrimidine-4- 
carboxamide (TFA salt) 


375 


4 

i 


37 


cr 


2-(l-benzylpiperidia-3-yl)-N-<4 
fluorobenzyI)-5-hydraxy-l- 
methy l-6-oxo-l,6- 
dihydropyrirm dine-4- 
caiboxamidc (TFA salt) 


451 


4 


38 




l-{3- 

{dimethylamino)meihyl]benzyl 
|-N-(4-fluorobeazy^-5-hydroxy 

6-oxo-l ,6-dihy dropyrimidine-4- 

carboxanride (TFA salt) 


411 


3 


39 


CH, O 

o 


^H23-di^ncthoxybenzyl>-l-[2- 
dimethy lamiiio)etby l}-5 - 
bydroxy-6-oxo-l,6- 
dihydiopyrinriai&e4- 
carboxanride (TFA salt) 


377 


1 


40 


o (L 


tH2>dimethoxybenzyl>5* 
hydroxy-6-oxol-(pyridijQ-3- 

yImethylH»6- . 
[npydropy i i nridine-4- 
^arboxamide (TFA salt) 


397 


1 
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41 


0 


N4<4-flnoroben2yI)-5-liydroxy 
l-methyl-N2-(2-moipholin-4- 
yle%l)-6-oxo-l,6- 
dihydropyriniidino-2,4- 
dicarboxamide (TFA salt) 


- 434 

•\;'\. 


6 


42 




NK4-fluorobeozyI)-5-hydioxy-( 
oxo-l-[3-(pyirolidin-l- 
ylmethyl)benzyl]-l,6- 
dihy dropyrimi dine-4- 
carboxamide (TFA salt) 


437 


3 


43 




N<4~fluorobenzyl>5-hydn)xy-l 
[3-(moipholm-4- 
ylmethyl)benzyl] -6-oxo-l,6- 
dihy dropyrimi dme~4- 
carboxamide (TFA salt) 


453 


3 


44 




N-<4-fluorobenzyl)-5-hydroxy-l 
{3-[(4-flKlbylpipera2in-l- • 
y I)ir«^y IJbeDzy 1 } -6-oxo- 1,6- 
dihydiopyjinndinR-4- 
carboxflnride (TFA salt) 


466 


•3 

■ " i : \/ 


45 




N-(4-fluoiobenzyi>5-hydroxy-6 
oxo-l-{3-[(4-pyridin-2- 
ylpipera2m-l-yl)methyl]benzyl} 
l,6-dihydropyrimidme-4- 
carboxamide (TFA salt) 


529 


3 


46 




N-(4-fluorobenzy I)-5-hydroxy- 1 
2-<morpholiD-4- 
ylme&yI)beaizyI]-6-oxo-l,6- 
dihydropyiimidine-4- 
carboxamide (TFA salt) 


453 


3 


47 


s 


N^4-fluorobenzyl)-5-hydroxy-ti 
oxo-l-{2-{(4-pyridir>-2- 
yrpiperazin-1 -y l)methy ]] benzyl } 
l,6~cfihydropyiiimdiiie-4- 
carboxanride (TFA salt) 


529 


3 


AS 


V— N 0 


N-(4-fluorobenzyl>-5-tiydroxy-l 
methyl-6<ixo-2-pyiTofidin-2-yl- 
1 , 6-<iihydropyri rrri din t>A- 
carboxanride (TFA salt) :> 


347 


1* 
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49 


P 


N4-(4-fluorobenzyI)-5-hydroxy 
l-methyl-6-oxD-N2-(pyridin-2- 
ylmethyl)-l t 6- 
dihydropyrimidine-2,4- 
dicarboxanride (TFA salt) 


- 412 


6 

• 


50 




N^4-fluorobenzyl)-5-hydioxy- ] 
C-hydroxy-3-maiphohn-4* 
ylpiopyl)-6~oxo-l,6- 
dihydropyrimidine-4- 
carboxamide (TFA salt) 


407 


I 


51 




N-(4-fluoTobeaazyI)-5-hydioxy-l 
[4-(moipholm-4- 
ylmethyI)benzyl]-6-oxol,6- 
dihydiopyriiiudixie-4- 
carboxamide (TFA salt) 


453 


3 


52 




N-{4-fhiorobeaizyI>5-hydroxy-l 
methyl-2-(2-moTpholm-4- 
ylethyI)-6-oxo-l,6- 
dihydropyriniidine^- 


3905 


7 






carbaxamide (TFA salt) 




. i 


53 


ft 

o 


2K2,2-dimetiK>xyethyI>N-(4- 
fluorobeozyl>5-hydroxy-l- 
methyl-6-oxo-l ,6- 

caiboxanride 


366 


1 


54 


o 


2-{23-dihydro-lH-indol-2-yl)- 
N~(4-fluorobenzyI>5-hydroxy- 1 
methyl-6-oxo-l,6- 
dihydropyriinidiiie-4- 
carboxamide (HQ salt) 


395 


1* 


55 




2-[2-(4-ben2oylpiperaziB-l- 
yl)etbyI}-N-(4-flnorobenzyI)-5~ 
hydroxy- l-mediyl-6-oxo- 1 ,6- 
fifaydi opyiin ndtnf>4~ 
carboxamide 


494 


7 


56 


O 

f T' rT 


2-[l-{N t N- 

dimediylglycyI)piperidin-2-yl> 
tST-(4-flBorobenzyI)-5-hydn)xy-l 
methyl-6-oxo- 1 ,6- 
iibydropyTiinidine>-4- 
caiboxamicb (TFA salt) 


446 


5 
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57 




N-(4-fluorobenryI)-5-hydioxy-: 
methyl-2Kl-^^yl-2,3-<Iihydn> 
lH-indol-2-yl>6-oxo-l > 6- 
dihydropyrimidine-4- 
carboxamide (HCL salt) 



409 



58 




N-(4-fluorobenzyl)-5-hydroxy- 
metfayl-6-ox(>-2-{l»23,4- 
tetrahydroquinoli»-2-yI)-l,6- 
dihy dropyrimi dine-4- 
carboxamide (TFA salt) 



409 



59 




N-(4-fluon>besiizyI>-5-hydroxy-; 
methyl-2-<l-mcdiyl-lA3,4- 
tetrahyd^oquinolin-2-yl)-6-oxD- 
1 , 6-dihy dropyriniidiiie-4- 
carboxamide (TFA salt) 



423 



60 




text-butyl (2S,4R>4- 
(boi2yloxy)-2-{4-{[(4- 
flucrobaizyl)ammo]carbonyl}- 
54iydroxy-l-nirtfayl-6-axo-l f 6- 
<^il^y <fr0pyT yiTtirtiti- ^» 
yl)pym>lidme-l-caiboxylate 



552.8 



61 




Chtral 



tert-butyl (2S,4R>-2-(4-{[(4- 
fluorobenzyl)amino]carbonyl}- 
5-hydroxy- l-methyl-6-oxo- 1 f 6- 
dShydropyriimdin-2-yl>4- 
bydroxypyrrolidine-1- 
caiboxylate 



463.2 



62 




2-[(2S,4R>4- 

(beazyloxy)pyirolidin-2-yl]-N- 
4-fluorobeazyI)-5-hydn>xy-l- 
methyl-6-oxa-l,6- 
dihy diopyriii iidi iiO'4- 
carboxamide (TFA salt) 



453 



63 




CNral 



N-(4-fluorobenzyI)-5-hydroxy-2 
;(2S,4R)-44iydroxypynolidiii-2 
yIJ-l-methyl-6-oxo-l,6- 
dihy dropyrirrri dine~4- 
carboxamide (HC1 salt) 



362.8 



64 




CWral 



N-(4-fluorobenzyI>-5-hydioxy-2 
(2S,4RH-hydroxy-l- 
n^ylpyiroHdm-2-yl]-l-ffletiiyl 
6-oxo- 1 ,6-dihydropyrimidine>-4- 
carboxamide (TFA salt) 



376.8 



-151- 
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65 




CHra! 


2-t(2S,4R>4-(bOT2y]oxy>l- 
Trif*th vln vrrnli Hin-2-vll-N-f 4- 
fluorobeozyO-S-hydroxy-l- 
methyl-6-oxo-l,6- 
dihydropyriiDidine-4- 
carboxamide (TFA salt) 


466.6 


4 

♦ 


66 


. W |T 


Cttraf 


2-H2S,4RH-beD2oyl^- 

0>eii2yloxy)pyrrolidin-2-yI]-N- 

(4-fluorobenzyl)-5-liydroxy-l- 

methyl--6-oxo-l,6- 

dihydropyriinidiiie-4- 

carboxanride 


557 


5 


67 




2-[l-(N^-diin6tliylglycy0-23- 
dihydro-lH-indoI-.2-yg-N-(4- 

methy]-6~oxo-l,6- 
dihy dropyriini dine-4- 
carboxamide (TFA salt) 


480 


S 


68 




2^1-beiizoyI~23^ibyclTo-lH- 
indol-2-yl)-N-(4-fluQrobenzyl> 
5-hydioxy4-methyl-6-oxo-l ,6- 
dibydropyrinudiiie-4- 
carboxamide 


499 


5 

. » 


69 




N-(4-iiiiorobeti2yl)-5-hydiDxy-l 

nifitfayl-6K>Xi>-2-[l^pyTidiiv-2- 

ylcarbonyi>23-diby<fro-lH- 

mdoK2«-yI>l,6- 

dihydropyiiinidinb-4- 

carboxamide (TFA salt) 


500 


5 


70 






tert-butyl3-(4-{[(4- 
fluorobenzy I)aiiiino]carbonyI } - 
5-hy droxy- l-metbyl-6-oxo- 1 ,6- 
dihydmpyihnidm-2~yl}-4- 
methy lpiperazine- 1-carboxy late 
(TFA salt) 


476 


4 


71 




N^4-fluorobeiizyl)-S-hydioxy-l 

TTW*fh \i\S7 _/4_rrw»f V»-vrl m fYrrvHn lin — ^ 
incut jr a^**— lu&uijr uiu-u ljuuuij— 

yi)-6-oxo-i,6- 
dibydropyriitudiii&4~ 
carboxamide (TFA salt) 


377 


4 


72 




2r(l^yl-23-<iibydio-lH- 
mdol-2-)i)-N^4-fluoroben2yI}- 
5-hydroxy-l>metbyI-6-oxcKl,6- 
dibydiopyriiiridine-4- 
carboxamide (TFA salt) 


423 


4 
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73 




2-{l-benzoylpiperidin-2-yI)-N- 

(4-fiuon>benzyI)-5-hydroxy-l- 

methyl-6-oxo-l,6- 

dihydn)pyiiniidinfr-4- 

carboxamide 


465 


5 


74 




N-{4-fluorobenzyI)-5-hydioxy-3 
memyJ-6-oxo-2-[l -(pynain-2- 
ylcarbonyl)piperidin-2-yl J-l ,6- 
dihydropyrimidine--4- 
caiboxamide (TFA salt) , 


I 466 


5 


75 


. o 


N-(4-fiuoroben2yI)-5-hydn)xy-] 
methyl-2^2-metfiyl-l,23,4- 
tetrahydroisoqxiinolin-3-yI)-6- 
oxo- 1 ,6-dihydn?pyriniidrn&-4- 
carboxamide (TFA salt) 


423 


4 


76 


T 


2-(l -benzoylpyirolidin-2-yl>-N- 

(4-fluoiobenzyI)-5-hyoroxy-l- 

methyl-6-oxo~l,6- 

dihydropyrimidine-4- 

carboxamide 


451 


5 


77 


Mr nr F 

6 


N-(4-fluoiobenzyl)-5-hydroxy-l 
metbyl-6-oxo-2-[l-(pyridiD-2- 
ylcaibonyl)pyji'olidin-2-yl]- 1,6- 
dihydropyiimidine-4- 
carboxamide (TFA salt) 


452 


5 


78 


o 


N-(4-fluorobenzyl)-5-hydroxy-l 
methyl-2-(l-methyipyrrolidin-2 
y0-6-oxo-l,6- 
dihydropyrimidine-4- 
carboxamide (TFA salt) 


361 


4 


79 


o raw 

jT 
l a 


2-[(2S,4R>4-(benzyIoxyH- 
jpyridiii-2-ylcarbonyl)pyrrolidiD 
2-y^NK4-fluorobenzyl>-5- 
hydroxy- l-methyl-6-0xo- 1,6- 
dtthydropyrimidin&4- 
^rboxamide (TFA salt) 


558 


5 


80 


o 

U,An s : 


Z-{Hdimethylammo>-2- 
!DEnyiEtQyij-iN-\«i- 
3uorobenzyI)-5-hydroxy- 1 - 
»ethyl-6-oxo- 1,6- 
iihydropyrimidiiie-4- 
:arboxamide (TFA salt) 


425 


• 4 .-. 
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81 


O Chlra! 


2-[(2S,4R) T 14)enzoyM- 

hydioxypyiroIidin-2-yIJ-N-(4~ 

iiuui o uenzy -ny ciruxy 1 - 

metbyl-6-oxo-l,6- 

dfihydiopyrimidirie-4-, 

carboxamide 


467 

: •'* v • 


1* 


82 


o 

un U oh J? 


N-(4-fluorobenzyl)-5-hydroxy-2 
^ i -lSODutyi-z^j -ainy on>- iu- 
indol-2-y0-l-metfayl-6-dx<vl,6- 
dihy dropyrimi dine-4- 
carboxamide (TFA salt) ' 




4 


83 


6 


NK4-fluorobenzyI)-5-hydroxy-2 
( 1 -isopropy 1-2 3-dihydro- 1H- 
indol-2-yl)-l -methyl-6-oxo-l ,6- 
dihy dropyrimi dino-4- 
carboxamide (TFA salt) 


437 


4 


84 




2-[l-{N,N- ;<;■■ . 
dimethylglyc^I^ynofidin-2^yI|- 
i^^^uiioiXHieozyi j-j^yuioxy- 1 
methyl-6-oxo- 1 ,6- 
dihydiopyrimidine-4- 
caiboxamide (TFA salt) 


432 


■: 5 


85 




2~{ l-[(6-bromopyridin-2- 
yl)carixmyl]pyiTolidiD-2-yl }-N- 
(4-fluon)benzyl)-5-hydroxy-l- 
methyl-6-oxo-l ,6- 

carboxamide (TFA salt) 


531 


5 


86 


^^^^ 


*H4-flnorobenzyl)-5-hydroxy-l 

yl)-6-oxo-l,6- 
dihydropyiiniidine-4- 
carboxamide (TFA salt) 


376 


1* 


87 




2^1-benzoyl^methyIpiperaziii 

2-y0-N-(4-fluorobai2yI)-5- 

hydroxy-l-mfiljbyl-6-oxo-l f 6- 

carboxamide (TFA salt) 


480 

' : ) » 
■ . • . 1 " 


4 



-154- 



WO 03/035077 



PCT/GB02/04753 



88 




N-(4-fluorobenzyl)-5-hydroxy-] 
me&yI-6-oxo-2-[l-(pyridm-2- 
ylajrbonyl)-lA3,4- 
tetrahydroquiBOIin-2-yl>l ,6- 
dihydropyrinddin&4- 
carboxamide (TFA salt) 


514 


5 

» 


89 




2-(l-acetylpyrrolidin-2-yl)-N-(4 
fliinfrnhMi7vIV-5-}ivdrrixv-l-» 

methyl-&*oxo-l,<>- 

dmydropyrimidine-4~ 

carboxamide 


389 


5 


90 


^^^^^^^^ 


2-n- 

^cyciopi u py icoiTMjujf i ^pj uuuuxijl 

2-yI]-NK4-fliK^benzyl>5- 
hydroxy-l-methyl-6^oxo~l,6- 
dibydropyiiraidine-4- 
carboxamide 


415 


5 


91 


O'^CH, 


N^4-fluorobenzy l)-5-hydroxy- 1 
memyj-^-^i- 

(memylsulfbDyI)pynotidin-2-yl 
6<>xcKl,6-<iihydropyriinidine-4- 
carboxamide 


425 


5 

. i 


92 




NK4-fliK>robenzyl)-5--hydroxy-l 
memyl-2-{l-[(4- 
methyhnorpholin-3- 
yl)carbonyl]pyiTolidiii-2-yl} -6- 
oxo- l,6-d^ydropyrimidine-4- 
carboxamide (TFA salt) 


474 


5 


93 




2-(l/*-dimemylpiperazro-2-yl>- 
iN-\**-iiuui uucnzyi/- j-nyuiuAy- j 
methyl-6-oxo-l,6- 
dihydropyrimidine-4- 
carboxamide (TFA salt) 


390 


4 


94 




N^4-fluorobeozyl)-5-hydroxy-l 
memyl-6-oxo-2-[l-^pyridm-3- 
ylcarbonyI)pyrrofidm-2-yI]-l,6- 
dihydtopyi*miidiTie^4- 
carboxamide (TFA salt) 


452 


5 


95 




2-[(2S,4R)-l-acetyM- 

<benzyloxy)pynolidin-2-yl>N- 

(4-fluorobenzyI)-5-hydroxy- 1- 

methyl-6-oxo-l,6- 

dih y dropyrimi ciin e-4- 

carboxamide 


495 


5 
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96 




N-(4-fluorobenzyl)-5-hydroxy-' 
(l-isonicotinoyIpyrrolidin-2-yI 
1 -methyl-6-oxo- 1 ,6- 
dihydropyrimi dine-4- 
carboxamide (TFA salt) 


2 452 


5 


97 




2-{ l-[(etbylamiDo)carbonyI}- 

pyirolidin-Z-yl}-N-(4- 

floarobenzyD-S-hydroxy-l- 

xnetiiyl-6-oxo-l,6- 

dihydropyrimi dine-4- 

carboxamide 


418 


5 


98 




N-(4-fluorobeozyI)-5-hydioxy-l 
mediyl-2r-{ l-[(l-methyHH- 
imidazol-2- 

y])carbony I]pyErolidin-2-yl } -6- 
oxo-l,6-dmydropyriniidine-4- 
carboxamide (TFA salt) 


455 


5 


99 


O CHral 


2-[(2S,4R)-l-acetyl-4- 

hydraxypynolidin-2-yO-N-(4- 

floorobexizyl)-5-hydroxy-l- 

metby 1-6-oxo- 1,6- 

dihydiopyfimidiiic-4- 

carboxamide 


405 


1* 


100 




2-[l-{aiiilinocarbonyl)pyirolidiii 
2-yI>N-{4-fhiQrobenzyl)-5- 
hydioxy-l-methyl-6-oxo- 1,6- 
dihydropyriniidine-4- 
carboxamide 


466 


5 


101 


O 


2-(4-ethyH-methylpiperazm-2- 
yl>-N-{4-fluarobenzyl)-5- 
hydroxy-l-methyl-6-oxo- 1,6- 

{tihytffr>pyrinitflrnft 4 

carboxamide (TFA salt) 


404 


4 


102 


\ i it 


N^4-fluoroben^I)-5-hydroxy-l 
methyl-2-{ l-[(l-oxidopyridin-2- 
yI)caTbonyI]pyrroIidiD-2-yl }-6- 
oxo- 1 ,6-dihydropyiiinidine-4- 
caiboxamide 


468 


5 


103 


\ • 11 


N-{4^uorobeazyI)-5-hydroxy«l 
methyl-6-oxo-2-[l-{pyrazm-2^ 

ifiggfiwwivfWwn fg%KiffH»^*.vfl-1 
yiMXk injuy ij fry nuiumi* *»— j ij— jl »v>— 

dihychnopyriini dine-4- 
carboxamide (TFA salt) 


453 


5 
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104 






X) 


Chiral 

> 


2-[(4R)-3-acetyl-13-tbiazolidin« 

4-yQ-N-<4-fluoroben2y])-5- 

hydioxy-l-metbyl-6-oxo-l,6- 


407 


5 






V- 






dihydropyrinridine-4- 














carboxamide 
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Tabic 2 



Exp. 


STRUCTURE 


Name 


M+l 


Scheme 


1 




N-<4-f)uorobcnzyI>5-hydroxy-l- 

(mdhyisoIfbnyI)pipeia2ai>-2-yI)-6- 
oxo-l f 6-<EhydrDpyiimiding-4- 


454 


5 


2 


1 


N^4-fhiorobei3zy I>5-bydroxy- 1 - 

merfiyJ-2-(4-iDcdiyllhiomorpho]iQ-3 

yI>6~oxo-U6-tEhydropyiimidiDe>~4- 


393 


4 


3 




(me^ylsuHbnyI>benzy!)-54jydroxy- 

l-mcfliyl-6-oxo-2-[l-<pyiazfa>-2- 

ylcartxmyI)pymJi£fin-2-yi}-l^- 

.1*1 f i iinT i,TtTi.>- A juljIljub muMm 

ouiyuiupyiiiiucinK) h caiDOxanuac 


531 


; i 


4 




2<l-3cctyipyiroIidh>.2-yI)-N-[4- 
fhwn>-2-<nicfiiylsaifaDyl)bcnzyn-5- 
bydroxy-1 -methyI-6-axo-l ,6- 
(fihytifv^^ l iii*ii^BflO^-CM'lx)xn niicte 


467 


i 


5 




2K3-accty^l3-<3iiazo«d^>yI>N- 
(4-fiiwjrobenzyI)-54iydiray- 1 - 
metfcy)-6-axo-U6- 


407 


i 


6 




N-(4-finon)benzyl)-5*yditMy-l- 

methyW>-OKO-l,6- 

dihydropyriiiii<BDP > 4 < -cttboiKairidc 


377 


t 


7 




2<l-«ccty!pynolidin-2-yIH^-(2- 
etlKXiybcn^i)-5-hytlroxy-l-*ncthyl- 


415 


l 
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8 


C JLoH 


2-(4-ecetyl- I-mdhyipiperBzro-2-yl} 
N-(4-flnorobenzyl>5-bydraxy-l - 
mcUjyl-6-oxo-l,6- 
dihydnqjyrimidinc^-caiboxamidc 


418 


5 


9 


o 


N^'WlwHtAcnzy^Siydroxy-l- 
mdhyl-2^1^i^yM-{pyra2ii>-2- 
y kaibQDyi)pipcraziD-2-y0-6<rxo- 
l,6-dihydn)|>yii niiftnif>4- 


482 


5 


10 




2-(l-oc«<ylpymdidin-2r-y0-5- 
hydraxy-l-mc£byI-N-i2- 
(medryMik»)bcnzyI>6-oxo-l ,6- 


417 


1 


11 




N-(4-fhiorobenzy!)-54iydrDxy-2-{ 1 
[(lH-bnldazDl-5-yicaibonyl)animo} 
Inncfl^telfaylH-nielhyli^xD-l^ 


429 


5 


12 




2-[l-benzoyI-*-(pyiazii>'2- 
ylcaibonyl)|MpaB2io-2-yi)-N-(4- 
{hiorobcnryf>5~bytlroxy- 1 -mcthyl- 
6-oxo-l t 6^yxlit^5yrijnidiDo-4- 


572 


5 


13 




2-(4-ben2oyl>l-mgthylpipf3Azia-2- 
yIHH4^orobcTrryl>5^ydroxy-l 
me*hy>6-axo-l,6- 


480 


5 


14 




2^4-(bmzylaxy)- lKpyrazin-2- 
yicarbcnyl)pymdidij>-2-yl}-N-(4- 
fhjcm*cii2ry I)-54iyQiory- 1 -roeiiiyi- 
6^Dco-l,6-cfihydropyxiim£se4- 


559 


5 
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IS 




2-(l-acetylpyiro!idiii-2^I>-N<23- 
dim<^ox>4xaEy I>5-hydroxy- 1 - 
me&yJ-6-cwo-l,6- 
d3i)fdropyriinSdiDfr4-caib03taiDide 


431 


t 


16 




2-{l -*cetylpyrrolkfin-2-yI)-5- . 
hydrocxy-N-(2-*DethoxybenzyI)- 1 - 
methy 1-6-axo- 1 ,6- 


401 


1 


17 




ii-i— rnv^iTF 

floorobcnzyI)anii0o]caiboDyJ}-5- 
hydiDacy-l-meihyl-6-ow>l 1 6- 
d&yAxjpyiimixfiD-2-yi)-I- 
niethyleihyl)-N-2~,N-2- 


434 


s ! 


18 




2^1-oce*ylpymdidin-2-yI)-N-t2- 

(rii nwrttytam Wt)hengyl}A-hydimy> 

l-metbyi-$-oxo-l,6- 

diby Jj Opj/i unkfiDO-4-cailkiXiUiidc 


414 


4 


19 


O CM 


2^(2S> l-acctylpyirolidiD-2-yi>N- 
(4-fhx>n)bciizyI)-5-hydraxy-l- 
mcthyHS-cxo-l,^ 
daaydropyrinudiDe-^Haiboxamide 


389 


1 


20 


0 


hK4-fluorobca2yl>5-bydroxy-2-[4- 

bydroxy-l-(pynmi>-2- 

yteartxmyl)pyirolnfii>-2-yl}-l- 


469 

• 


5* 


21 


• - 


N-P-(4-U(4- 

EhnirobenzyI)amino}carb(Hiyl}-5- 
hydroxy-l-oiclby l-6-oxo-l,6- 
dihytbDpyrimkfitt-2-yI>-l- 
mclbyktbyrpmldazoP,!- 
biri31tbiazol&6-cailioxflraide 5 


4*5 


5 


22 




Etaofopym>ficfin-2-yI344^4~ 
S-oxp-l ,6-dfliydj upyi iimtfin^ 


407 


1 
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23 



N-<4-flucrobenzyI>5-hydraxy-l 
meihyi-2-{ l-methy)-4-[(l-methyl- 
lH«4nridazoJ-2- 
yI)cartxmyO]ripcrHzii>"2-yl } -6-oxo- 

cuboxsnude 



4S4 



24 



445 




N-<4-flDorobcnzyl>-5-bydn)xy-l- 
mcfeyl-2Kl-mctbyi-l-f[(5-njethyJ- 

yI)caibonyIJamino}efeyl>^-axo-l t fi 
djhydrppynfliidin& 4- caibommide 



25 



512 




(mcftylsnlfoiiyl)teizyij2mino } daib 
<myI>5-hydroxy-l-mcfliyl-6-oxo- 
l^K3Ehydnjpyrfarafi»-2-yi)-l- 
rocthylethy1}-N-2- t N~2— 
sfeytelhanediamidc 



26 



432 



HA, 




2K4-acetyj-l,2HMinettt y! p ip B fi t7 in -2 
yI>^4-floOT)berayI)-54iydroxy-l 
methyl-6-axo- 
dfcydropyrimidin 



27 




453 



^4-fiu(HobaizyI>-5-hydraxy>l- 
mediyi-6-o^2^1-(pynmidh>4- 
ylcarbony !)pymdufii>-2-yn-l ,6- 

■ • > w a | M 



28 



453 




hK4-£hiorDbenzyI>5-hydroxy-l- 
iDBtfay)-6HJXO-241-(pyriiotdi&-5- 
yicarboaayI)pynT>lidn>-2"jI}-t t 6- 

jftlL.ijli.L.in.Ii nlitlii- nniliri urn n i ■ ill 

OmjF**iwy/iMiiMMlI& J r > %wu<HiwiHBTB 



29 



L 



429 



>H4-fliKjrobcaizyJ>-5-hydnwy- 1 - 
methyl-2-| l-meiy^HClH-pytazoJ 
5-y icait)OQyJ)anuoo}etfayi )-6-a%o- 
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30 


H.C 


2-[(2R,4R)-l-acetyI-4- 
nicthoxypyiToIidm-2-yl}-K-(4- ; , 
Gnorobenzyfy-5-bydi u*y- 1-mediyl- 
&K>xa-l,6-dffiytliupyfinudinc-4-- 


419 

■. 


1 


31 
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37 
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45 
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52 
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448 


8 


55 




1 

24<2S>l-acetyipynDlidin-2-yI)-N- 
(4-fluoro-2ratttboxybenzyI}-5- 
bydraxy-l-methyi-6™oxo-l t 6- 
Jly iL^yji imidiDe~4-€3aboxaiDide 


419 
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While the foregoing specification teaches the principles of the pies'ent 
invention, wife examples provided for the purpose of illustration, the practice of the 
invention encompasses all of the usual variations, adaptations and/or modifications 
that come within the scope of the following claims. 
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WHAT IS CLAIMED IS: 



A compound of Formula (I): 
O 

' *v A/ 0H 3 

N if R 



(0; 



R 4 



5 wherein 
Rlis 

(1) -H, ' 

(2) -Cl-6 alkyl, which is optionally substituted with one or more 
10 substituents each of which is independently halogen, -OH, -CN, 

-O-Ci-6 alkyl, -O-Ci-6 haloalkyL -C(=0)Ra, -C02Ra, -SRa 
-S(=0)Ra, -N(RaRb), -C(=0)-Co-6 alkyl-N(RaRb), N(Ra>C(=O>C0- 
6 alkyl-N(RbRc), -SQ2R a , -N(Ra)S02Rb, -S02N(R a Rb), 

NR b 

-N(Ra)-C(=0)Rb, R R c , or -N(R2)C(=0)C(=0)N(RaRb), 

15 (3) -Rk, 

(4) -Cl-6 alkyl-Rk, wherein: 

(i) the alkyl is optionally substituted with one or more substituents 
each of which is independently halogen, -OH, -CN, -O-Cl-6 
alkyl, -O-Ci-6 haloalkyi, -N(R a Rb), -N(Ra)CX>2Rb, 

20 -N(Ra)C(=O)-C0^ alkyl-N(RbRc), or -N(R*)-C2-6 alkyl-OH 

with the proviso that die -OH is not attached to the carbon 
alpha to N(R a ); and 

(ii) the alkyl is optionally mono-substituted with -Rs, -Cl-6 
alkyl-Rs, -N(Ra)-C(=0)-Co-6 alkyl-Rs, -N(Ra)-C()-6 alkyl-Rs, 

25 -O-C^alkyl-Rs.o^ 

is 

(a) aryl which is optionally substituted with one or 
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more substituents each of which is independently halogen, 
-OH, -Ci.6 alkyl, -Ct^ alkyl-ORa, -C^ haloalkyl, -O-Ci-6 
alkyl, -O-Ci^j haloaliyl, methylenedioxy attached to two 
adjacent caibon atoms, or aryl; 
5 , (b) a4-to8-memberedsaturatedhetei^ycBcring 

containing from 1 to 4 heteroatoms independently selected 
from N, O and S; wherein the saturated heterocyclic ring is 
optionally substituted with one or more substituents each of 
which is independently halogen, -Ci-6 alkyl, -Ci-6 alkyl-ORa, 
10 -Cl-6 haloalkyl, -O-Ci-6 alkyl, -O-Ci-6 haloalkyl, -C(=0)Ra 

-C02R a , -C(=0)-Co-6 alkyl-N(RaRb), -S02Ra, 0 xp, aryl, or 
-Cl-6 alkyl-aryl; or . 

(c) a5-to7-rriembejedheieroi^maticring 
containing from 1 to 4 heteroatoms independently selected 
15 from N, O and S; wherein the hetero aromatic ring is optionally 

substituted with one or more substituents each of which is 
independently halogen, -Ci-6 alkyl, -Ci-6 alkyl-ORa, -Ci_6 
haloalkyl, -O-Ci-6 alkyl, -O-Ci-6 haloalkyl, oxo, or aryl; 
(5) -Q)-6alkyl-0-Co^aIkyl-Rk, 
20 (6) -Co-6 aikyl^S(0)n-Co-6 alkyl-Rk, 

(7) -O-Cl-6 alkyl-ORk, 

(8) -O-Cl-6 alkyl-0-Ci_6 alkyl-Rk, 

(9) -0-Ci_6alkyl-S(0)nRk, 

(10) -Co^alkyl-N(Ra)-Rk, 

25 (11) -Co-6 alkyi-N(Ra)-Ci_6 alkyljtk 

(12) -Co-6 alkyl-N(Ra)-Ci^ alkyl-ORk, 

(13) -Co-6alkyl-C(=0)-Rk 

(14) -Co-6 aIkyl-C(==0)N(Ra)-Co-6 alkyl-Rk, 

(15) -Co-6alkyl-N(Ra)C(=0)-Co-6 alkyl-Rk 

30 (16) -Co-6 alkyl-N(Ra)C(=0)-0-Co-6 alkyl-Rk, or 

(17) -Co-6 alkyl-N(Ra)C(=0)C(=0)Rk; 

R2 is -Cl-6 alkyl which is optionally substituted with one or more substituents each 
of which is independently 
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(1) halogen, 

(2) -OH, 

(3) -CN, 

(4) -O-Cl-6 alkyl, 

5 (5) -O-Cl-6 haloalkyl, 

(6) -C(=0)Ra 

(7) -C02R a , 

(8) -SRa 

(9) -S(=0)Ra 
10 (10) -N(RaRb), 

(11) -C(=0)N(RaRb), 

(12) -N(Ra)-C(=0>Ci-6 alkyl-N(RbRc), 

(13) -S02Ra, 

(14) -N(Ra)S02Rb 
15 (15) -S02N(RaRb), 

(16) -N(Ra>C(Rb)=0, 

(17) -C3-8 cycloalkyl, 

(18) aryl, wherein the aiyl is optionally substituted with one or more 

substituents each of which is independently halogen, -Ci-6 alky], 
20 -Ci-6 haloalkyl, -O-Cl-6 alkyl, -O-Cl-6 haloalkyl, 

-Co-6 alkyl-N(RaRb), or -Ci-6 alkyl substituted with a 5- or 6- 
membered saturated heterocyclic ring containing from 1 to 4 
heteroatoms independently selected from N, O and S; 

wherein the saturated heterocyclic ring is optionally substituted 
25 with from 1 to 3 substituents each of which is independently -Ci-6 

alkyl, oxo, or a 5- or 6-membered heteroaromatic ring containing 
from 1 to 4 heteroatoms independently selected from N, O and S; 
or 

(19) a 5- to 8-membered monocyclic heterocycle which is saturated 

30 or unsaturated and contains from 1 to 4 heteroatoms independently 

selected from N, O and S; wherein the heterocycle is optionally 
substituted with one or more substituents each of which is 
independently -Ci-6 alkyl, -OCi-6 alkyl, oxo, phenyl, or naphthyl; 
with the proviso that none of the following substituents is attached to the 
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caibon atom in the -Ci-6 alkyl group that is attached to the ring 
nitrogen: halogen, -OH, -O-Ci-6 alkyl, -O-Ci-6 haloaDcyl, -SRa, 
-S(=0)Ra, or-N(R a >C(R b )=0; 

5 R3is-Hor-Cl-6alkyl; 1 
R4is 

(1) H, 

(2) Ci-6 alkyl which is optionally substituted with one or more 

10 substituents each of which is independently halogen, -OH, O-Ci-6 

alkyl, -O-Q-6 haloalkyl, -N0 2 , -N(RaRb), -C(=0)Ra, ^O^Ra -SRa 
-S(=0)Ra, -S02R a , or -N(Ra)C02£ b , 

(3) Ci-6 alkyl which is optionally substituted with one ot more 
substituents each of which is independently halogen, -OH, or O-C1.4 

15 alkyl, and which is substituted wilh 1 or 2 substituents each of which is 

independently: 

(i) C3-8 cycloalkyl, 

(ii) aryi, 

(iii) a fused bicyclic carbocycle consisting of a benzene ring 
20 fused to a C5-7 cycloalkyl, 

(iv) a 5- or 6-membered saturated heterocyclic ring 
containing from 1 to 4 heteroatoms independently 
selected from N, O and S, 

(v) a 5- or 6-membered heteroaromatic ring containing 

25 from 1 to 4 heteroatoms independently selected from N, 

OandS,or 

(vi) a 9- or 10-membered fused bicyclic heterocycle 
containing from 1 to 4 heteroatoms independently 
selected from N, O and S, wherein at least one of die 

30 rings is aromatic, 

(4) C2-5 alkynyl optionally substituted with aryl, 

(5) C3-8 cycloalkyl optionally substituted with aryl, 

(6) aryl, 

(7) a fused bicyclic carbocycle consisting of a benzene ring fused to a 
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C5.7 cycloalkyl, 

(8) a 5- or 6-membered saturated heterocyclic ring containing from 1 to 4 
heteroatoms independently selected from N, O and S, 

(9) a 5- or 6-membered heteroaromatic ring containing from 1 to 4 
5 heteroatoms independently selected from N, O and S, or 

(10) a 9- or 10-membered fused tricyclic heterocycle containing from 1 to 4 
heteroatoms independently selected from N, O and S, wherein at least 
one of the rings is aromatic; 

wherein 

10 eacharylin(3XH)ortheaiyl(4),(5)or(6)oreachfused 
carbocycle in (3)(iii) or the fused carbocycle in (7) is optionally 
substituted with one or more substituents each of which is 
independently halogen, -OH, -Cl-6 alkyl, -Cl-6 alkyl-OR a -Ci_6 
. haloalkyl, -O-Cl-6 alkyl, -O-Cl-6 haloalkyl, -CN, -NO2, -N(RaRb), ( 

15 . ^i^alkyl-N(RaRb),^(=^)N(RaRb),^(==0)Ra -CO^a-C^ 

alkyl-C02R a » -OCQ2R a » -SR a -S(=0)R a , -S02R a , -N(R a )S02R b > 
-S02N(R^b), -N(R a )C(=0)Rb, -N(Ra)C02R b > 
a!kyl-N(R a )C02R b , aryl, -Ci-6 alkyl-aryl, -O-aryl, or -Q)-6 alkyl-het 
wherein bet is a 5- or 6-membered heteroaromatic ring containing from 

20 1 to 4 heteroatoms independently selected from N, O and S, and het is 

optionally fused with a benzene ring, and is optionally substituted with 
one or more substituents each of which is independently -Cl-6 alkyl, 
-Cl-6 haloalkyl, -O-Cl-6 alkyl* -O-Cl-6 haloalkyl, oxo, or -C02R a ; 
each saturated heterocyclic ring in (3)(iv) or the saturated 

25 heterocyclic ring in (8) is optionally substituted with one or more 

substituents each of which is independently halogen, -Cl-6 alkyl, 
-Ci-6 haloalkyl, -O-Cl-6 alkyl, -O-Cl-6 haloalkyl, oxo, aiyl, or a 5- or 
6-membered heteroaromatic ring containing from 1 to 4 heteroatoms 
independently selected from N, O and S; and 

30 each heteroaromatic ring in (3)(v) or the heteroaromatic ring in 

(9) or each fused bicyclic heterocycle in (3)(vi) or the fused bicyclic 
heterocycle in (10) is optionally substituted with one or more 
substituents each of which is independently halogen, -Cl-6 alkyl, 
-Ci-6 haloalkyl, -O-Cl-6 alkyl, -O-Cl-6 haloalkyl, oxo, aryl, or -Cl-6 
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alkyl-aryl; 

or alternatively R3 and R4 together with the N to which both are attached form a C3.7 

azacycloalkyl which is optionally substituted with one or more substituents each of 
5 which is independently -Ci-6 alkyi or oxo; 

each Ra, Rb, rc, and Rd is independently -H or -Cl-6 alkyi; 

I* . ■ 

Rk is carbocycle or heterocycle, wherein the caibocycle or heterocycle is optionally 
10 substituted with one or more substituents each of which is independently 

(1) halogen, 

(2) -OH, 

(3) -CN, 1 

(4) -Cl-6 alkyi, which is optionally substituted with one or more 

15 substituents each of which is independently halogen, -OH, -CN, 

-O-C1-6 alkyi, -O-Ci-6 haloalkyl, -C(=0)Ra, -C02R a , -SRa, 
-S(=0)Ra, -N(RaRb), -C(==O)-(CH2)0-2N(RaRb), 
N(Ra>C(=O)-(CH2)0-2N(RbRc), -S02Ra, -N(Ra)S02R b , 
-S02N(RaRb), or-N(Ra)-C(Rb)=0, 

20 (5) -O-Ci-6 alkyi, which is optionally substituted with one or more 

substituents each of which is independently halogen, OH, -CN, 
-O-Ci-6 alkyi, -O-Ci-tf haloalkyl, -C(=0)Ra -C02R a , -SRa, 
-S(=0)Ra, -N(RaRb), -C(=O)-(CH2)0-2N(RaRb), 
N(Ra>C(=OHCH2)0-2N(RbRC), -Sp2R a , -N(Ra)S02Rb, 
25 -S02N(RaRb),or-NCRa>-C(Rb)=0, 

(6) -NO2, 

(7) oxo, 

(8) -C(=0)Ra, 

(9) -C02Ra 

30 (10) -SRa, 

(11) -S(=0)Ra 

(12) -N(RaRb), 

(13) -C(=0)N(RaRb) ( 

(14) -C(=Q)-Ci-6 alkyl-N(RaRb), 
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(15) -N(Ra)C(=0)Rb ■ ; ' 

(16) -S02Ra 

(17) -S02N(R3Rb) f iv 

(18) - -N(Ra)S02Rb /> 
5 (19) -Rm, 

(20) -Ci_6 alky]-Rm, wherein the alkyl is optionally substituted with 

one or more substituents each of which is independently 
halogen, -OH, -CN, -Ci^ haloalkyl, -O-Ci-6 alkyl, -O-Ci-6 
haloalkyl, -C(=0)Ra, <XD2R a , -SR a , -S(=0)Ra, -N(RaRh), 
10 -N(Ra)C02Rt>, -S02Ra -N(Ra)S02Rb, -S02N(RaRb), or 

-N(Ra)-C(Rb)=o, 

(21) -Co-6 alkyl-NCRa)^^ alkyl-Rm, 

(22) -Co-6 alkyl-O-Co-6 alkyl-Rm, " 

(23) -CQ-6 alkyl-S-Q)-6 alkyl-Rm, , 
15 (24) -Co-6 alkyl-C(=0)-Co-6 alkyl-Rm, 

(25) -C(=0>0-Co_6 alkyl-Rm, 

(26) -C(=0)N(Ra)-Co-6 alkyl-Rm, 

(27) -N(Ra)C(=0>Rm, 

(28) -N(Ra)C(=0)-Ci-6 alkyl-Rm, wherein the alkyl is optionally 

20 substituted with One or more substituents each of which 

is independently halogen, -OH, -CN, -C\-& haloalkyl, 
-O-Ci-6 alkyl, ^-O-Ci-6 haloalkyl, -C(=0)Ra, -C02Ra, 
-SRa, -S(=0)Ra, -N(RaRb), -N(Ra)C02Rb, ^S02Ra, 
-N(Ra)S02Rb, -S02N(R a Rb), or -N(Ra>C(Rb)=0, 

25 (29) -N(Ra>C(=0>N(Rb>Co-6 alkyl-Rm, 

(30) -N(Ra>C(=0)-O-C(^6 alkyl-Rm, 

(31) -N(Ra)-C(=0)-N(Rb)-S02-Co-6 alkyl-Rm, 

(32) -C(=0>C(=0>N(RaRb), 

(33) -C(=0)-Ci_6 alkyl-S02Ra, or 
30 (34) -C(=0>C(=0)Rm; 

carbocycle in Rk is (i) a C3 to C8 monocyclic, saturated or unsaturated ting, (ii) a C7 
to C12 bicyclic ring system, or (iii) a Ci 1 to Ci6 tricyclic ring system, wherein each . 
ring in (ii) or (iii) is independent of or fused to the other ring or rings and each ring is 
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saturated or unsaturated; 

heterocycle in Rk is (i) a 4- to 8-membered, saturated or unsaturated monocyclic ring, 
(ii) a 7- to 12-membered bicyclic ring system, or (iii) an 11 to 16-membered tricyclic 
5 ring system; wherein each ring in (ii) or (iii) is independent of or fused to the other 
ring or rings and each ring is saturated or unsaturated; the monocyclic ring, bicyclic 
ring system, or tricyclic ring system contains from 1 to 6 heteroatoms selected from 
N, O and S and a balanced carbon atoms; and wherein any one or more of the 
nitrogen and sulfur heteroatoms is optionaUy be oxidized, and any one or more of the 
10 nitrogen heteroatoms is optionally quatemized; 

each Rm is independently C3-8 cycloalkyl; aryl; a 5- to 8-membered monocyclic 
heterocycle which is saturated or unsaturated and contains from 1 tb4 heteroatoms 
independently selected from N, O and S; or a 9- to 10-membered bicyclic heterocycle 
15 which is saturated or unsaturated and contains from 1 to 4 heteroatoms independently 
selected from N, O and S; wherein any one or more of the nitrogen and sulfur 
heteroatoms in the heterocycle or bicyclic heterocycle is optionally oxidized and any 
one or more of the nitrogen heteroatoms is optionally quaternized; and wherein 

the cycloalkyl or the aryl defined in Rm is optionally substituted with 
20 , one or more substituents each of which is independently halogen, -Ci-6 alkyl 
optionaUy substituted with -O-Ci-4 alkyl, -Q-6 haloalkyl, -O-Ci-6 alkyl, 
-O-C1-6 haloalkyl, -N(RaRb), aryl, or -Ci-6 alkyl-aryi; and 

the monocyclic or bicyclic heterocycle defined in Rm j s optionally 
substituted with one or more substituents each of which is independently 
25 halogen, -Ci-6 alkyl, -Ci-6 haloalkyl, -O-Ci-6 alkyl, -O-Cl-6 haloalkyl, oxo, 

aryl, -Ci^ alkyl-aryl, -C(=0>aiyl, -C02-aiyl, -CO2-C1-6 alkyl-aiyi, a 5- or 
6-membered saturated heterocyclic ring containing from 1 to 4 heteroatoms 
independently selected from N, O and S, or a 5- or 6-membered 
heteroaromatic ring containing from 1 to 4 heteroatoms independently selected 
30 fromN,OandS;and 

each n is independently an integer equal to zero, 1 or 2; 

or a pharmaceutically acceptable salt thereof . 
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2. Hie compound according to claim 1, wherein Rl is: 



(1) -H, 

5 (2) -Cl-4 al*yl> which is optionally substituted with from 1 to 4 

substituents each of which is independently halogen, -OH, -CN, 
-O-Ci-4 alkyl, -O-Ci-4 haloalkyl, -C(=0)Ra, -C02R a , -SR a , 
-S(=0)Ra, -N(RaRb), -C(=0)-Co^ alkyl-N(R a Rb), 
N(Ra>^^)-Co-4 alkyl-NCRbRC), ^02Ra, -N(Ra)S02Rb, 

NR* 

10 -S02N(R a R b )> -N(Ra)-C(=0)Rb R° , -N(R a )C(=0)Rk, 

or -N(Ra)C(=0)C(=0)N(RbRc) 

(3) -Rk 

(4) -Cl-4 alkyl-Rk wherein: 

(i) the alkyl is optionally substituted with from 1 to 4 substituents 
15 each of which is independently halogen, -OH, -CN, -O-C1.4 

alkyl, -O-C1-4 fcaloalkyl, -N(R a Rb), -N(R a )C02Rb, 
-N(R a )C(=0)-C(V4 alkyl-N(RbRc), or -N(R a )-(CH2)2-4-OH; 

and 

Qi) the alkyl is optionally mono-substituted with -Rs, 
20 -N(Ra)-C£<^ 

alkyl-Rs or -N(Ra)-C(=O)-C0-4 alkyl-RS; wherein Rs is 

(a) aryi which is optionally substituted with from 1 
to 3 substituents each of which is independently halogen, -OH, 
-C1.4 alkyl, -Cl-4 alkyl-ORa, -Ci-4 haloalkyl, -O-Ci-4 alkyl, 

25 -O-C1-4 haloalkyl, methylenedioxy attached to two adjacent 

caibon atoms, or phenyl; 

(b) a 5- or 6-membered heteroaromatic ring 
containing from 1 to 4 heteroatoms independently selected 
from N, Q and S; wherein the heteroaromatic ring is optionally 

30 substituted with from 1 to 3 substituents each of which is 

independently halogen, -Ci-4 alkyl, -Cl-4 alkyl-ORa -Ci-4 
haloalkyl, -O-Ci-4 alkyl, -O-Ci-4 haloalkyl, oxo, or phenyl; or 
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(c) a 5- or 6~membered saturated heterocyclic ring 
containing from 1 to 4 heteroatoms independently selected 
from N, O and S; wherein the saturated heterocyclic ring is 
optionally substituted with from 1 to 3 substituents each of 
which is independently halogen, -Cl-4 alkyl, -Cl-4 alkyl-ORa, 
haloalkyl, -O-C14 alkyl, -O-Cl-4 haloalkyl, -C(=0)Ra 
-C02R a , "C(=0>Q)4 alkyl-N(RaRb), -S02R a , oxo, or phenyl, 



or 

(5) <CH2)0.3-C(==O)N(RaHCH2)0.3-R k ; 

10 

or a pharmaceutical^ acceptable salt thereof. 



3. The compound according to claim 2, wherein Rl is: 



15 



(1) -H, 

(2) -Cl-4 alkyl, which is optionally substituted with from 1 to 3 
substituents each of which is independently halogen, -O-Ci-4 alkyl, 
-O-C14 haloalkyl, -C(=0)Ra -C02R a , -N(RaRb), or 

20 -C(=OKCH2)0-2-N(RaRb), 

(3) -Rk 

(4) -<OH2)l-4-R k , wherein: 

(i) the -(CH2)l-4- moiety is optionally substituted with 1 or 2 

substituents each of which isindependently halogen, -OH, 
25 alkyl, -O-Ci-4 haloalkyl, or -N(RaRb); and 

(ii) the -(CH2)l-4- moiety is optionally mono-substituted with -Rs 
or -N(RaHCH2)l-2-R s ; wherein Rs is 

(a) phenyl which is optionally substituted with from 
1 to 3 substituents each of which is independently halogen, 

30 -C1-4 alkyl, -C1-4 alkyl-ORa, haloalkyl, -O-C1.4 alkyl, 

or -O-Ci-4 haloalkyl; or 

(b) a 5- or 6-membered heteroaromatic ring 
containing from 1 to 4 heteroatoms independently selected 
from N, O and S; wherein the heteroaromatic ring is optionally 
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substituted with from 1 to 3 substituents each of which is 
independently halogen, -Ci-4 alkyl, -Ci^j. alkyl-OR a , -Ci^j. 
haloalkyl, -O-Ci-4 alkyl, or -O-Cl-4 haloalkyl; or 

(c) a 5- or 6-membered saturated heterocyclic ring 
5 containing firom 1 to 4 heteroatoms independently selected 

from N, O and S; wherein the saturated heterocyclic ring is 
optionally substituted with from 1 to 3 substituents each of 
which is independently halogen, -Cl-4 alkyl, -Cl-4 alkyl-ORa, 
-C\A haloalkyl, -O-Ci-4 alkyl, -O-Cl-4 haloalkyl, -C(=0)Ra, 
10 or-C02R a , 

(5) -C(=O)N(RaHCH 2 )0-3-R k , 

(6) -C(CH 3 )2N(Ra)C(=0)Rb 

(7) -C(CH3)2N(Ra)C(=0)Rk or - 

(8) -C(CH3)2N(Ra)C(=0)C(=O)N(RbRc); 

15 

or a phannaceutically acceptable salt thereof . 

4. The compound according to claim 1, wherein 

20 Rk is C3-8 cycloalkyl; aryl selected from phenyl and naphthyl; a bicyclic caibocycle 
selected from indanyl and tetrahydronaphthyl; a 5- or 6-membered saturated 
heterocyclic ring containing from 1 to 4 heteroatoms independently selected from N, 
O and S; a 5- or 6-membered heteroaromatic ring containing from 1 to 4 heteroatoms 
independently selected from N, O and S; or a bicyclic heterocycle which is a benzene 

25 ring fused to a 5- or 6-membered saturated or unsaturated heterocyclic ring containing 
from 1 to 3 heteroatoms independently selected from N, 6 and S; 

wherein the cycloalkyl, aryl, bicyclic carbocycle, saturated heterocyclic 
ring, heteroaromatic ring, or bicyclic heterocycle is optionally substituted with from 1 
to 4 substituents each of which is independently 

30 (1) halogen, 

(2) -OH, 

(3) -CN, 

(4) -Ci^ haloalkyl, 

(5) -Cl-4 alkyl which is optionally substituted with from 1 to 3 
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substituents each of which is independently -OH, -CN, 
-O-Ci-4 alkyl, -O-Ci-4 haloalkyl, -C(=0)Ra, -C02R a , 
-SRa, -S(=0)R< -N(RaRb), -C(=O)-(CH2)0-2N(RaRb), 
N(Ra>C(=O)-(CH2)0-2N(RbRC), ^-SC^Ra, , . \ 
5 -N(Ra)S02R b , -S02N(RaRb), or -N(Ra)-C(Rb)=0, 

(6) -O-Ci-4 haloalkyl 

(7) -O-Ci-4 alkyl, which is optionally substituted with from 1 to 3 

substituents each of which is independently -OH, -CN, 
-0-Ci_6 alkyl, -O-Ci-6 haloalkyl, -C(=0)Ra, -C02Ra, 
10 -SRa -S(=0)Ra -N(R a Rb), -C(=O)-(CH2)0-2N(R a Rb), 

N(Ra)-C(=OHCH2)0-2N(RbRc),-SO2Ra, 
-N(R a )S02Rb, -S02N(RaRb), or -N(Ra)-C(Rb)=0, 

(8) -N02, ' ! ; y; ' V f- 

(9) oxo, 

15 (10) -C(=0)Ra 

(11) -C02Ra, 

(12) -SRa, 

(13) -S(=0)Ra 

(14) -N(R a Rb), ' 
20 (15) -C(=0)N(RaRb), 

(16) -C(=0>Ci-6 alkyl-N(RaRb), 

(17) -N(R a )C(=0)Rb, 

(18) -S02Ra, 

(18) -S02N(RaRb), 
25 (19) -N(Ra)S02Rb, 

(20) -Rm, 

(21) -ClA alkyl-Rm, 

(22) -(CH2)0-2-N(Ra)-(CH2)0-2-R m , 

(23) -(CH2)0-2-O-(CH2)0-2-R m , 
30 (24) -(CH2)0-2-S-(CH2)0-2-R m , : 

(25) -(CH2)0-2-C(=OKCH2)0-2-R m , • 

(26) -C(^)-O-(CH2)0-2-R™» \'V • S ^ 

(27) -C(=0)N(Ra>-Rm,or 

(28) -c(=o>c<=o)N(R a R b ); : : : 
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or a phannaceuticaUy acceptable salt thereof. 

5. The compound according to claim 4, wherein 

5 

each is independently C3-7 cycloalkyl; aiyl selected from phenyl and naphthyl; a 
5- or 6-membered saturated heterocyclic ring containing from 1 to 4 heteroatoms 
independently selected from N, O and S ; a 5- or 6-membered heteroaromatic ring 
containing from 1 to 4 heteroatoms independently selected from N, O and S, wherein 
10 any N is optionally oxidized to form an N-oxide; or a bicyclic heterocycle which is a 
benzene ring fused to a 5- or 6-membered, saturated or unsaturated heterocyclic ring 
containing from 1 to 3 heteroatoms selected from N, O and S; wherein 

the cycloalkyl or the aryl defined in Rm is optionally substituted with 
from 1 to 4 substituents each of which is independently halogen, -Cl-4 alkyl, 
15 -Cl-4 haloalkyl, -O-C1.4 alkyl, -O-Q-4 haloalkyl, -N(R*Rb), phenyl, or 

-(CH2)l-2-phenyl; 

the saturated heterocyclic ring defined in Rm is optionally substituted 
with from 1 to 4 substituents each of which is independently -Cl-4 alkyl 
optionally substituted with -OCi^. alkyl, haloalkyl, -O-C1-4 alkyl, 
20 -O-C1.4 haloalkyl, oxo, phenyl, -(OT2)l-2-P hen yl> -C(=C0-phenyl, 

-C02-phenyl, -(X>2KCH2)l-2-phenyl, a 5- or 6-membered saturated 
heterocyclic ring containing from 1 to 4 heteroatoms independently selected 
from N, O and S, or a 5- or 6-membered heteroaromatic ring containing from 
1 to 4 heteroatoms independently selected from N, O and S; and 
25 the heteroaromatic ring or the bicyclic heterocycle defined in Rm is 

. . . optionally substituted with from 1 to 4 substituents each of which is 

independently halogen, -Cl-4 alkyl, -Cl-4 haloalkyl, -O-Ci-4 alkyl, -O-Ci-4 
haloalkyl, oxo, phenyl, or -(CH2)l-2-phenyl; 

30 or a pharmaceutically acceptable salt thereof. 

6. Hie compound according to claim 4, wherein Rk is phenyl; a 5- 
or 6-membered saturated heterocyclic ring containing 1 or 2 heteroatoms selected 
firom 1 or 2 N atoms, 0 or 1 O atoms, and 0 or 1 S atoms; a 5- or 6-membered 
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heteroaromatic ring containing 1 or 2 heteroatoms selected from 1 or 2 N atoms, 0 or 
1 O atoms, and 0 or 1 S atoms; or a bicyclic heterocycle which is a benzene ring fused 
to a 5- or 6-membered saturated heterocyclic ring containing 1 or 2 nitrogen atoms; 
wherein: 

5 (a) the phenyl, the saturated heterocyclic ring, heteroaromatic ring, or 

bicyclic heterocycle is optionally substituted with from 1 to 3 substituents each of 
which is independently 

(1) fluoro, 

(2) chloro, 
10 (3) bromo, 

(4) -OH 

(5) -CF 3 , 

(6) -Cl-4 alkyl, which is optionally substituted with 1 or 2 
substituents each of which is independently -OH, -CN, -O-Ci *4 

15 alkyl, -OCF3,-N(RaRb),-C(=o)N(RaRbx or 

N(Ra)<:(=OHCH2)0-2N(R b R c ), 

(7) -OCF 3 , 

(8) -O-C1-4 alkyl 

(9) -C(=0)Ra ' 
20 (10) -C02Ra, 

(11) -SRa, 

(12) -SRa 

(13) -N(RaRb), 

(14) -C(=0)N(RaRb), 

25 (15) -C(=OHCH2)l-2-N(RaRb), 

(16) -N(Ra)C(=0)Rb, or 

(17) -S02R»; 

(b) the phenyl is optionally mono-substituted with 
(1) -(CH2)l-2-Rm,or 

30 (2) -<CH2)0-2-N(RaHCH2)0-2-R m ; and 

(c) the saturated heterocyclic ring, heteroaromatic ring, or bicyclic 
heterocycle is optionally mono- or ch-substituted with 

(1) oxo 

(2) -(GH2)l_2-Rm, \ 
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(3) -0-(CH2)l-2-R m ,or 

(4) <CH2)0.1-C(==OHGH2)0.2-R m ; 

or a phannaceutically acceptable salt thereof. 

5 

7. Hie compound according to claim 6, wherein 

i' 

each R m is independently cyclopropyl; phenyl; a 5- or 6-membered saturated 
heterocyclic ring selected from pyrrolidinyl* imidazolidinyl, pyrazolidinyl, piperidinyl, 
10 piperazdnyl, and morpholinyl; or a 5- or 6-membered heteroaromatic ring selected 
from thienyl, pyridyl optionally in the fonn of an N-oxide, imidazolyl, pyrrolyl, 
pyrazolyl, thiazolyl, isothiazolyl, oxazolyl, isooxazolyl, oxadiazolyl, thiadiazolyl, 
pyrazinyl, pyrimidinyl, triazolyl, tetrazolyl, furanyl, and pyridazinyl; wherein 
the cyclopropyl is unsubstituted; 
15 the phenyl is optionally substituted with from 1 to 3 substituents each 

of which is independently halogen, -Ci-4 alkyl, -CF3, -O-Ci-4 alkyl, -OCF3, 

or-N(R*Rb); 

the saturated heterocyclic ring is optionally substituted with 1 or 2 
substituents e^ch of which is independently -C1-4 alkyl, -CF3, -O-Ci-4 alkyl, 
20 -OCF3, oxo, phenyl, -(CH2)l-2-phenyl, -C(=0)-phenyl, -C02-phenyl, or 

-C02-^H2-phenyl; and 

the heteroaromatic ring is optionally substituted with 1 or 2 
substituents each of which is independently -Cl-4 alkyl, -CF3, -O-C1-4 alkyl, 
-OCF3, oxo, phenyl, or -(CH2)l-2-phenyl; 

25 

or a phannaceutically acceptable salt thereof. 

8. The compound according to claim 1, wherein R2 is: 

30 (1) -Cl-6 alkyl, 

(2) -Cl-6 alkyl substituted with -N(R a Rb), with the proviso that -N(RaRb) 
is not attached to the carbon atom in the -Cl-6 alkyl group that is 

attached to die ring nitrogen, 

(3) -Cl-6 alkyl substituted with phenyl, wherein the phenyl is: 



-181- 



WO 03/035077 



PCT/GB02/04753 



(a) optionally substituted with from 1 to 4 substituents each 
of which is independently halogen, -Cl-4 alkyl, -C1-4. 
haloalkyl, -O-C1-4 alkyl, -O-Cl-4 haloalkyl, or 
-QM alkyl-N(RaRb) ; and 
5 (b) optionally mono-substituted with -Ci-4 alkyl 

substituted with a 5- or 6-membered saturated heterocyclic ring 
containing from 1 to 3 heteroatoms selected from 1 or2 N 
atoms, 0 or 1 O atoms, and 0 or 1 S atoms; 

wherein the heterocyclic ring is optionally substituted 
10 with from 1 to 3 substituents each of which is independently 

-Ci-6 alkyl, oxo, or a 5- or 6-membered heteroaromatic ring 

containing from 1 to 3 heteroatoms selected from 1 to 3 N 
atoms, 0 or 1 0 atom, andO or 1 S atom; or 
(4) -Cl-6 alkyl optionally substituted with -OH and substituted with a 5^ 

15 or 6-membered saturated monocyclic heterocycle which contains from 

1 to 3 heteroatoms selected from 1 to 3 N atoms, 0 or 1 O atoms, and 0 
or 1 S atoms; wherein the heterocycle is optionally substituted with 
from 1 to 4 substituents each of which is independently -Ci-6 alkyl, 
-O-Ci-6 alkyl, oxo, or phenyl; or 

20 (5) -Cl-6 alkyl substituted with a 5- or 6-membered heteroaromatic rqig 

which contains from 1 to 3 heteroatoms selected from 1 to 3 N atoms, 
0 or 1 O atoms, and 0 or 1 S atoms; wherein the heteroaromatic ring is 
optionally substituted with from 1 to 4 substituents each of which is 
independently -Cj-6 alkyl, -O-Ci-6 alkyl, oxo, or phenyl; 

25 

or a pharmaceutically acceptable salt thereof. 

9. The compound according to claim 9, wherein R2 is methyl; or a 
pharmaceutically acceptable salt thereof. 



30 



10. The compound according to claim 1, wherein 
R3 is -H or -Ci-4 alkyl; or a pharmaceutically acceptable salt thereof. 

11. The compound according to claim 10, wherein R3 is -H or 
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methyl; or a phannaceutically acceptable salt thereof. • v, 

12. The compound according to claim 11, wherein R3 is -H; or a 
phannaceutically acceptable salt thereof. 

5 V ; ' " 

13. The compound according to claim 1, wherein R4 is C1.4 alkyl 
substituted with an aryl, which is optionally substituted with from 1 to 4 substituents 
each of which is independently halogen, -OH, -Cl-4 alkyl, -Q-4 alkyl-ORa -C^ 
haloalkyl, -O-C1.4 alkyl, O-Ci-4 haloalkyl, -CN, -NO2, -N(RaRb), -Cl-4 

10 alkyl-N(RaRb), -C(=Q)N(RaRb), -C(=Q)Ra -C02Ra -Cj^ alkyl-CC>2Ra, 
-OC02R a , -SR a -S(=0)R a , -SC>2R a -N(R a )S02R b r -S02N(RaRb), 
-N(R a )C(=0)Rb, -N(Ra)C02Rb -Cl-4 alkyl-N(Ra)C02Rb, methylenedioxy attached 
to two adjacent ring carbon atoms, phenyl, -Ci^j. alkyl-phenyl, ^-phenyl, or 
KCH2)0-2-het; • \ 

15 wherein het is a 5- or 6-membered hetero aromatic ring containing from 

1 to 4 heteroatoms independently selected from N, O and S, and het is optionally 
fused with a benzene ring, and is optionally substituted with 1 or 2 substituents each 
of which is independently -Cl-4 alkyl, -Q-4 haloalkyl, -O-Ci-4 alkyl, -O-C1-4 
haloalkyl, or -CC>2R a ; 

20 

or a phannaceutically acceptable salt thereof. 

14. The compound according to claim 13, wherein R4 is 
-CEfr-phenyi, wherein the phenyl is optionally substituted with from 1 to 3 

25 substituents each of which is independently fluoio, bromo, cWoro, -OH, -C1.4 alkyl, 
-C1-4 fluoroalkyl, -O-C1.4 alkyl, -O-C1-4 fluoroalkyl, -(CH2)l.2-N(R^b), -S02R a , 
-(CH2)0-2-CO2R a -(CH2)0-2-N(R a )CO2R b , -NO2, ^SR a , -N(R a Rb) OT p hen yl; and 

■ 

each R a and Rb is independently is H or -Cl-4 alkyl; 

30 \ y'v : - 

or a phannaceutically acceptable salt thereof. 

15. The compound according to claim 14, wherein R4 is . 
-CH2-phenyl, wherein the phenyl is optionally substituted with from 1 to 3 
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substituents, each of which is independently -F, -Br, -CI, -OH, -Ci_4 alkyl, -Ci-4 
fluoroalkyl, -O-Ci^ alkyl, -S02-Ci^ alkyl, -S-Ci-4 alkyl, -N(CH3)2, or -O-Cl-4 
fluoroalkyl; 

5 or a phannaceutically acceptable salt thereof. 

16. The compound according to claim 15, wherein R4 is 
p-fluorobenzyl or 23-dimethoxybenzyl; 

10 . or a pharmaceutically acceptable salt thereof. 

17. The compound according to claim 1, wherein: 

Rlis-Rk; 

15 

Rk is phenyl which is 

(a) optionally substituted with from lto 3 substituents each of 
which is independently: 

(1) halogen, 

20 (2) -Cl-6 alkyl. which is optionally substituted with 1 or 2 

substituents each of which is independently -O-Ci-6 
alkyl, -O-Ci-6 haloalkyl, -C(=0)Ra -C02R a , -SR a , 
-S(=0)Ra, -N(RaRb), -C(=OHCH2)0-2N(RaRb), 

N(Ra>C(=OHCH2)0-2N(RbRc),-SO2R a . 
25 -N(R a )S02R b , -S02N(R a Rb), or -N(R a )-C(Rb)=0, 

(3) -Cl-6 haloalkyl, 

(4) -O-Ci-6 haloalkyl, 

(5) -C(=0)Ra 

(6) -C02R a , 

30 (7) -C(=0)N(R a Rb),or 

(8) -C(=0)-Ci_6 alkyl-N(R a Rb); and 

'•(b).-. optionally mono-substituted with 

(1) -Ci-4alkyl-Rm,or 

(2) -Co-4 alkyl-N(Ra)-C0-4 alkyl-Rm; 
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wherein R m is aryl selected from phenyl and naphthyl; a 5- or 6-membered saturated 
heterocyclic ring containing from 1 to 3 heteroatoms independently selected from N, 
O and S; or a 5- or 6-membered heteroaiomatic ring containing from 1 to 3 
5 heteroatoms independently selected from N, O and S; wherein 

the aryl defined in Rm is optionally substituted with from 1 to 3 
substituents each of which is independently halogen, -Cl-4 alkyl, -CF3, 
-O-Ci^ alkyl, -OCP3, or -N(R a Rb) ; 

the saturated heterocyclic ring defined in Rni is optionally substituted 
10 with from 1 to 3 substituents each of which is independently -C1-4 alkyl or 

oxo, and is additionally optionally mono-substituted with phenyl, 
-(CH2)l-2-phenyl, -C(=0>phenyl, -C02-phenyl, -C02-(CH2)l.2-phenyI, or a 
5- or 6-membered heteroaromatic ring containing from 1 to 3 heteroatoms 
independently selected from N, O and S; and . 
15 the heteroaromatic ring defined in Rm is optionally substituted with 1 

or 2 substituents each of which is independently -Cl-4 alkyl or oxo; 

or a pharmaceutical^ acceptable salt thereof . 

1 

20 18. The compound according to claim 17, wherein 

R2 is methyl; 
R3is-H; 
R4is: 



25 



(1) -CEfe-phenyl, wherein the phenyl is optionally substituted with 

from 1 to 3 substituents each of which is independently fluoro, 
bromo, chloro, -OH, -C1.4 alkyl, -C1-4 fluoroalkyi, -O-C1-4 
30 alkyl, O-C1.4 fluoroalkyi, KCH2)l-2-N(RaRb), -S02Ra 

-(CH2)0-2-CO2R a , -<CH2)0-2-N(Ra)CO2Rb -NO2, -SRa 
-N(RaRb) or phenyl; or 

(2) a fused tricyclic carbocycle selected from 
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i<0 'f-00 *nbo 

» » » 

wherein Zl is -H or -OH; and 




5 eachR a andRbisindepen<fentiyisHor^i^alkyk 
or a pharmaceutically acceptable salt thereof. 

19. The compound according to claim 18, wherein R4 is 
10 4-fluorobenzyl or 23-dimethoxybenzyl; 

or a pharmaceutically acceptable salt thereof. 

20. The compound according to claim 1 , which is a compound of 



15 Formula (11): 



O 

R 2 v 



(H); 



wherein 



Qis: 

20 (1) methyl which is optionally substituted with 1 or 2 of -O-Cl-4 alkyl, 

(2) phenyl which is optionally substituted with from 1 to 3 substituents 

each of which is independently -F, -CI, Br, -Cl-4 alkyl, -CF3, -O-Ci-4 
alkyl, -OCF3, methylenedioxy attached to two adjacent carbon atoms, 

or phenyl, or 

25 (3) a 5- or 6-membered saturated heterocyclic ring containing from 1 to 3 
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heteroatoms independently selected from N, O and S; wherein the 
saturated heterocyclic ring is optionally substituted with 1 or 2 
substituents each of which is independently -F, -CI, -Br, -Cl-4 alkyl, 
oxo, phenyl, or ^C(=0)-phenyl; 

-H, 
-OH, 

methyl or ethyl, optionally substituted with -OH or -O-Ci-4 alkyl, 
-O-Ci-4 alkyl 
-N(R a Rb), 
-N(Ra)-(CH2)2-OH, 
-N(R«>C02Rt>, 

-N(Ra>C(=OHCH2)l-2-N(RaRb), 
-Rs, 

-(CH2)l-2-R s ,or 
-(CH 2 )0-2-N(Ra)-(CH2)0-3-R s ; 

Rsis: 

20 (1) phenyl optionally substituted with from 1 to 4 substituents each 

of which is independently halogen, -Ci-4 alkyl, -Cl-4 alkyl-ORa, -Ci_4 
haloalkyl, -O-Ci-4 alkyl, -O-Ci-4 haloalkyl, or -N(RaRb); 

(2) a 5- or 6-membered saturated heterocyclic ring containing from 
1 to 3 heteroatoms independently selected from N, O and S; which is 

25 ' optionally substituted with from 1 to 4 substituents each of which is 

independently -Ci_4 alkyl, -Cl-4 alkyl-ORa, -Ci^ haloalkyl, -OCi-4 alkyl, 
-O-Ci-4 haloalkyl, -C(=0)Ra oxo, phenyl, or -CH2-phenyl; or 

(3) a 5- or 6-membered heteroaromatic ring containing from 1 to 3 
heteroatoms independentiy selected from N, O and S; which is optionally 

30 substituted with from 1 to 4 substituents each of which is independently -Ci_4 

alkyl, -C1-4 alkyl-ORa -Ci_4 haloalkyl, -O-Ci-4 alkyl, -O-C1-4 haloalkyl, or 
oxo; 

R2is 



5 

Tis: 

(1) 
(2) 
(3) 

10 (4) 

(5) 
(6) 
<7) 
(8) 

15 (9) 
(10) 
(11) 
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10 



(1) -Ci^alkyl, ' 

(2) -Ci-4 alkyl substituted with -N(RaRb), with the proviso that -N(RaRb) 
is not attached to the carbon atom in the -Ci-4 alkyl group that is 
attached to die ring nitrogen, or f 

(3) -Cl-4 alkyl substituted with a 5- or 6-membered saturated monocyclic 
heterocycle which contains from 1 to 3 heteroatoms selected fiom 1 to 
3 N atoms, 0 or 1 0 atoms, andO or 1 S atoms; wherein the saturated 
heterocycle is optionally substituted with from 1 to 4 substituents each 
of which is independently a -Cl*4 alkyl; 

R3 is -H or -Ci-4 alkyl; 



R4 is <3Bfc-?henyl, wherein the phenyl is optionally substitat^ ^tih from 1 to 3 ':. 
substituents each of which is independently fluoro, bromo, chloro, -OH, -Cl-4 alkyl, 
15 -Ci-4 fluoroalkyl, -O-C1.4 alkyl, -O-Ci^ fluoroalkyl, KCH2)l-2-N(RaRb), -S02Ra > 
-(GH 2 )0-2-C02Ra -(CH2)0-2-N(Ra)CO2Rb -N02, -SR a , -N(R a Rb) or phenyl; 

each Ra and Rb is independently -H or -Ci-4 alkyl; and 

20 s is an integer equal to zero, 1, or2; 

or a pharmaceutically acceptable salt th^eof. 

21. The compound according to claim 20, wherein 

25 

Q is phenyl; 
Tis: 

(1) -H, 

30 (2) -N(RaRb) > ;^ ^ : ; ; ■ ' : 

(3) a 5- or 6-membered saturated heterocyclic ring containing from 1 to 3 
heteroatoms independently selected from N, O and S; which is 
optionally substituted with 1 or 2 substituents each of which is 
independCTfly alkjd or ^C(==0)Ra, or 
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(4) -N(Ra)-(CH2)l-2-h et erDaroinatic, wherein the heteroaromatic is a 5- or 
6-membered ring containing 1 or 2 N atoms; 



R2 is methyl; 
R3 is -H; and 



R4 is -CH2-phenyl, wherein the phenyl is optionally substituted with 1 or 2 
substituents each of which is independently -F, -CI, -Br, -Ci-4 alkyl, -CF3, -O-C1-4 
10 alkyl, -SO2CH3, -SCH3, -N(CH3)2 or -OCF3; 

each R a and R*> is independendy -H, methyl or ethyl; and 

s is an integer equal to zero or 1; t * 

15 

or a pharmaceutical^ acceptable salt thereof . 

22. The compound according to claim 1, wherein 

20 Rlis-Rk; 

Rk is (i) a 5- or 6-membered saturated heterocyclic ring containing from 0 to 1 oxygen 
atoms and from 1 to 3 nitrogen atoms or (ii) a bicyclic heterocycle which is a benzene 
ring fused to a 5- or 6-membered saturated heterocyclic ring containing from 0 to 1 
25 oxygen atoms and from 1 to 3 nitrogen atoms; 

wherein the saturated heterocyclic ring or bicyclic heterocycle is 
optionally substituted with from 1 to 3 substituents each of which is independently 

(1) -Cl-4 alkyl, which is optionally substituted with from 1 to 4 

substituents each of which is independently halogen, 
30 -O-C1-4 alkyl, -O-C^ haloalk^, -C(=0)Ra -C02R a , 

-SRa -S(=0)Ra -N(RaRb), -C(=OHCH2)0-2NCRaRb), 
N(Ra)-C(=OHCH2)0-2N(RbRC), -S02Ra 
-N(R*)S02R b , -S02N(R a Rb), or -N(R a )-C(Rb)=o, 

(2) -OH, 
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(3) -C(=0)Ra 

(4) -C02R a , 

(5) -C(=0)N(RaRb), 

(6) -C(=0)-Ci-6 alkyl-NCRaRb), , 

5 (7) -SRa, 

(8) -S(=0)R a 

(9) -S02R a , 

(10) -N(R a Rb), 

(11) -Rm, 

10 (12) -Cl-4 alkyl-Rm, wherein the alkyl is optionally substituted with 

from 1 to 4 substituents each of which is independently 
halogen, -OH, -CN, -Cl-4 haloalkyl, -O-Ci-4 alkyi, 
-O-Ci-4 haloalkyl, -C(=0)Ra, -C02R a , -SR a . 
-S(=0)Ra -N(RaRb), -N(Ra)C02R b , -S02Ra, 
15 -N(Ra)S02Rb,-S02N(RaRb),or-N(Ra)-C(Rb)=b,' 

(13) -Co-4 aIkyl-N(Ra)-QM alkyl-Rm, 

(14) -Co-4 alkyl-O-Co-4 alkyl-Rm, 

(15) -Co-4 alkyl-S-Co-4 alkyl-Rm, 

(16) -Co-4 alkyl-C(=O)-C0-4 alkyl-Rm, 
20 (17) -C(=O)-O-C0-4 alkyl-Rm, or 

(18) -C(=O)N(Ra>C0-4 alkyl-Rm; 

wherein each R m is independently -C3-6 cycloalkyl; aryl selected from phenyl and 
naphthyl; a 5- or 6-membered saturated heterocyclic ring containing from 1 to 3 
25 heteroatoms independently selected from N, O and S; or a 5- or 6-membered 

hetero aromatic ring containing from 1 to 3 heteroatoms independendy selected from 
N, O and S, wherein any N is optionally oxidized to form an N-oxide; wherein 

the aryl is optionally substituted with from 1 to 3 substituents each of 
which is independently halogen, -Cl-4 alkyl, -CF3, -O-C1-4 alkyl, -OCF3, or 
30 -N(RaRb); 

the saturated heterocychc ring is optionally substituted with from 1 to 3 
substituents each of which is independendy -Cl-4 alkyl or oxo, and is 
additionally optionally mono-substituted with phenyl, -(CH2)l-2-phenyl, 
-C(=0>phenyl, -C02-phenyl, or -GC>2-(CH2)l-2-phenyl; and 
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the heteroaromatic ring is optionally substituted with 1 or 2 
substituents each of which is independently halogen, -Ci-4 alkyl, or oxo; 



or a pharmaceutical^ acceptable salt thereof. 



23. Hie compound according to claim 22, wherein 



Rli 



is: 



*10 




\ 



R 8 



S 



N 

\ 



X 



"R 8 ' R 8 



10 



>12 




R8 



is: 



15 



20 



(1) 

(2) 



O) 
(4) 

(5) 



-Ci_4 alkyi, which is optionally substituted with 1 or 2 

substituents each of which is independently -OH, -O-C1-4 

alkyl,.-OCF3, -C(=0)Ra, -C02R a , -SRa -N(RaRb), or 

-C(=0)N(RaRb), 

-C(=0)Ra 

-C02Ra, 

-C(=0)N(RaRb), 
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(6) -C(=OHCH2)l-2-N(RaRb), 

(7) -S02R a , 

(8) -(CH 2 )l-2-R m , 

(9) -(CH2)0-2-C(=OHCH2)0-2-R9 1 , 
5 (10) -C(=O>O-(CH2)0-2-R m » or 

(11) -C(=O)N(Ra)-(CH2)0-2-R m ; 

RlO is -H, -OH, -Ci-4 alkyl, -O-Ci-4 alkyl, -N(R a Rb), or -0-(CH2)l-2-R m ; 
10 Rl2is 

(1) -H, 

(2) -Ci_4 alkyl, which is optionally substituted with 1 or 2 
substituents each of which is independently -OH, -O-Ci-4 
alkyl, -OCF3, -C(=0)Ra, -C02Ra, -SRa, -N(RaRb), or 

15 -C(=0)N(RaRb), 

(3) -C(=0)Ra 

(4) -C02R a , • 

(5) -C(^MCS2)l-2-N(RaRb), ra- 
te) -SQ2Ra; 



20 



R2 is methyl; 



R3 is -H or methyl; 

25 R4 is -CH2-phenyl, wherein the phenyl is optionally substituted with from 1 to 3 
substituents each of which is independently fluoro, bromo, chloro, -OH, -Ci_4 alkyl, 
-Ci^t fluoroalkyl, -O-Cl-4 alkyl, -O-Ci-4 fluoroalkyl, -<CH 2 )l-2-N(RaRb), -S02Ra, 
-(CH2)0-2-CO2R a , -(CH2)0-2-N(Ra)CO2Rb .NO2, -SRa -N(R a Rb) or phenyl; and 

30 each R a and Rb is independently -H or -C1-4 alkyl; 
or a pharmaceuticalfy acceptable salt thereof. 

24. The compound according to claim 1, which is a compound of 
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Formula (HT): 




(DO); 



wherein R2 is: 
(1) 
(2) 



10 



15 



20 



25 



-Cl-6 alkyl, 

-Ci-6 alkyl substituted with -N(RaRb), with the proviso that -N(RaRb) 
is not attached to the carbon atom in the -Cl-6 alkyl group that is 
attached to the ring nitrogen, 

(3) -Ci-6 alkyl substituted with phenyl which is: ; -J: . {} 

(a) optionally substituted with from 1 to 4 
substituents each of which is independently halogen, -Ci^j. 
alkyl, -Ci-4 haloalkyl, -O-Ci-4 alkyl, -O-Ci-4 haloalkyl, or 
-C^6 alkyl-N(RaRb); and 

(b) optionally mono-substituted with -Cl-4 alkyl 

. substituted with a 5- or 6-membered saturated heterocyclic ring 
containing from 1 to 3 heteroatoms selected from 1 or 2 N 
atoms, 0 or 1 O atoms, and 0 or 1 S atoms; 

wherein the heterocyclic ring is optionally substituted 
with from 1 to 3 substituents each of which is independently 
-Ci-6 alkyl, oxo, or a 5- or 6-membered heteroaromatic ring 

containing from 1 to 3 heteroatoms selected from 1 to 3 N 
atoms, 0 or 1 O atom, and 0 or 1 S atom; 

(4) -Cl-6 alkyl optionally substituted with -OH and substituted with a 5- 
or 6-membered saturated monocyclic heterocycle which contains from 
1 to 3 heteroatoms selected from 1 to 3 N atoms, 0 or 1 O atoms, and 0 
or 1 S atoms; wherein the heterocycle is optionally substituted with 
from 1 to 4 substituents each of which is independendy -Ci-6 alkyl, 
-O-Ci-6 alkyl, oxo, or phenyl; or 

(5) -Ci-6 alkyl substituted with a 5- or 6-membered heteroaromatic ring 
.which contains from 1 to 3 heteroatoms selected from 1 to 3 N atoms, 
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0 or 1 0 atoms, and 0 or 1 S atoms; wherein the heteroaromatic ring is 
optionally substituted with from 1 to 4 substituents each of which is 
independently -Cl^ alkyl, -O-Cl-6 alkyl, oxo, or phenyl; 

5 or a pharmaceutical^ acceptable salt thereof. 

25. The compound according to claim 24, wherein 

R2is: 

10 (1) -Cl-4alkyl, 

(2) -(CH2)l>3"N(RaRb), 

(3) -<CH2)l-3-phenyl, wherein the phenyl is: 

(a) optionally substituted with from 1 to 3 
substituents each of which is independently fluoro, chloro, , 

15 bromo, -Ci-4 alkyl, -CF3, -O-Cl-4 alkyl, -O-CF3, or 

-(CH2)l-3-N(RaRb); and 

(b) optionally mono-substituted with 
-(CH2)l-3-saturaled heterocycle which is a 5- or 6-membered 

saturated heterocyclic ring containing from 1 to 3 heteroatoms • 
20 selected from 1 or2N atoms, 0 or 1 0 atoms, and 0 or 1 S 

atoms, wherein the heterocyclic ring is optionally substituted 
with from 1 to 3 substituents each of which is independently 
-Ci-4 alkyl or pyridyl; 

(4) -<CH2)l-3-saturated heterocycle, wherein the -(CH2)l-3- moiety is 

25 optionally substituted with an -OH and the saturated heterocycle is a 5- 

or 6-membered saturated monocyclic heterocycle which contains from 

1 to 3 heteroatoms selected from 1 to 3 N atoms, 0 or 1 O atoms, and 0 
or 1 S atoms; wherein the heterocycle is optionally substituted with 
from 1 to 3 substituents each of which is independently a -Cl-4 aftyU 

30 or : 

(5) -(CH2)i-3-pyndyi; 

R3 is -H or methyl; 
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R4 is -CH2-phenyl, wherein the phenyl is optionally substituted with from 1 to 3 
substituents each of which is independently fluoro, bromb, chloro, -OH, -Cl-4 alkyl, 
-Ci^ fluoroalkyl, -O-Ci-4 alkyl, -O-Ci^ fluoroalkyl, <OT2)l-2-N(R a Rt>), -S02R a > 
<CH2)a.2-C02R a , -(CH2)0<2-N(Ra)CO2R b , -N02, -SR a , -N(R a Rb) orphenyl; and 

5 ' 

each R a and Rb is independently -H or -Cl-4 alkyl; 

1' 

or a pharmaceutical^ acceptable salt thereof. 
10 26. The compound according to claim 1, wherein 

Rl i s -C(=0)NH-(CH2)l-2-R k ; and 

Rk is (i) a 5- or 6-membered saturated heterocyclic ring containing from 1 to 3 
15 heteroatoms independently selected from N, O and S, or (ii) a 5- or 6-membered 

heteroaromatic ring containing from 1 to 3 heteroatoms independently selected from 
N,OandS; 

* or a pharmaceutical^ acceptable salt thereof. 

20 

27. The compound according to claim 26, wherein 

R2 is methyl; 
25 R3 is -H or methyl; 

R4 is -CH2-phenyl, wherein the phenyl is optionally substituted with from 1 to 3 
substituents each of which is independently fluoro, bromo, chloro, -OH, -Cl-4 alkyl, 
-C1-4 fluoroalkyl, -O-Ci^ alkyl, -O-Ci^ fluoroalkyl, <CH2)l-2-N(R a Rb), -S02R a , 
30 <CH2)0-2-CO2R a -(CH2)0-2-N(R a )CO2R b , -NO2, -SR a , -N(R a Rb) or phenyl; and 

each R a and R*> is independentiy -H or -Cl-4 alkyi; 
or a pharmaceutically acceptable salt thereof. 
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28. A compound according to claim 1, which is a compound 
selected from the group consisting of 

N^2^thoxybenzyl>5-hy^ 
dihydropyrimidine-4-caiboxamide; 

NK2^^methoxybenzyl>5-hyd^ 
dihydropyrimidine-4^art>oxainide; 

N^23-dimethoxyben2yl>2-{4-[(dimethylamino)^^ 
methyl^^xo-l,6-dihydropyrimito 

N-(4-fluorobenzyl>2^4-[(dunethjdamino)methyl]phOT^ t 
oxo-1 ,6^ydropyrimidine^arboxamide; 

NK23^1imethoxybenzyl>5^ydroxy-l-m^ 
ylmethyl)phenyl]-l,6Hjihydro^ 

N<4-fluoioben2yl>5-hyto 

1 ,6-dihydropyrimidine-4K^iboxamide; 

N^4-fluoiobenzyl>54iydroxy-l-ra^ 
l,6-dihydiopyrimidine-4^aiboxanude; 

NK23-dimethoxybenzyl^^ 

oxo- 1 7 6Ktihydr"pyrirmdin^4-carfaoxanride; 

N-(4-fluorobenzyl)-5-hydro^ 
1,6-dihydropyrimidine^^ 

N<4-fluorobemyI)-54iyd^ 
yl)methyl]phenyl}^^xo-l,6-dihydropyr]b^ 



-196- 



WO 03/035077 



PCT/GB02/04753 



2-{4-[(diethyIaimno)m^ 
6-oxo-l ,6-dihydropyriimdine^^ 

2-{4^(diethylamiBo)met^ 
5 l,6-dihydropyrimidine4-^^ 

2-[(dimethylamino)(phenyty^ 
1 ,6^1ihydiopyriimto 

10 N-(4-fluorobenzyl)-2^^^ 

6-oxo-l ,6-dihydropyrirddine-4K:aitK)xaiiiide; 

N-(4-fluorobenzyl)-54iydroxy-^^ 

ylmethyl)amino]methyl}-l > 6-dihydiopyriim , 

15 

2-ben2yl-H2<dim^^ 
dUhydropyrimidine-4-<aiboxamide; 

1- [2^dimethylamino)ethyl]-N^^ 

20 l,6^hydropyriinidine-4^ari)Oxainide; 

N-(4-fluorobenzyl)-5-hyc^ 
dihydropyriiiudine-4-carboxamide; 

25 2-benzyl-N<23-dimethoxybe^^ 
dihydropyrimidine-4-ca^ 

2- {4-[(4-ethylpiperazin^ 
6^xo-l,6^hydropyrimidine-4-cariw)xaim 

30 

N-(4-fluorobenzyl)-5-hydroxy-^ 
yl)methyl]phenyl }-l ,6-dihy<topyrinudin^ 

N-(4-fluoroben2yl)-5-hydroxy-l-methyl-6-oxo-l ,6-dihydiopyriiiudine-4- 
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carboxamide; 

NK2^3-<fimethoxybenzyl)-5^^ 
carboxamide; 

5 , • 

N-[4-fluoix>-2-(tiffl^ 
dihydropyiimidine-4^arboxamide; 

NK3^MoroM^methylbei^ 
10 carboxamide; 

1 . ...... • 

5-hydbroxy-N-[(lR^)-2^^^ 

methylpiperazin-l-yl)m^^ 

15 N^4-fluoroben2yl>5-^^ 

yl]methyl}phenyl)-l~methyl-6<>xo-l,6-dihydropyrM 

N-(4-fluorobenzyl)-5-hydioxy-2-(4-{ [(2S>2<methoxymethyl)py^ 
yl]metfayl}phenyI>l-methyl-6^xo-l,6-dihydropyrinridm 

20 

NK4-fluorobenzyl)-2^^ 
methyI-6-oxo-l ,6KBbydropyriniidine-^^ 

2-benzyl-NK4-fluoiobe^^ 
25 dihydropyriirddine-4-carboxamide; 

H2K<toethylamino)ethyl]^^ 
dihydropyrimidine-4-cart>oxamide; 

30 N<4-fluorobenzyI^ 
4-carboxanride; 

dihydropyriinidine'4^art^^ 
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2-ben2yl-NK4-fluorobe^ 
dihydropyrimidine-4^arboxamide; 

5 2^1-ben2ylpiperidin-2^ 

dihydropyiiinidine-4^arboxaimde; 

N^4~fluoroben2yl)-54iydro^ 
dihydropyrimidine-4-^iix)xanu 

10 

2^1-benzylpiperidm-3^ ,6- 
dihydropyriroidine-4^arboxamide; 

l-{ 3-[(dimethylamino)niethyl]benzyl }-N<4-fluorobenzyl)-5-hydbcoxy-^-oxo-l,6* 
15 dihydropyrimidme-4^ 

. N^23-dimeftoxybenzyl)-l-[2^ , 
dihyckopyrimidine-4-c^boxaniide; 

20 N^23^iimethoxybenzyl)-5-h^ 

dihydropyrimidine-4^arboxamide; 

N4<4-fluoroben2yl)-5-hyd^ 
dihydiopyrimidine-2,4^carboxamide; 

25 

N^4-fluorobenzyl)-5-hydro^ 
dihydropyi±Qaidine-4K^rboxaiiiide; 

N^4-fluorobenzyl)-54iydro^ 
30 dihydropyriirddine-4<^rboxamide; 

N<4-fluorobenzyl>5-hydroxy-l-{ 3-[(4-methylpiperazdn-l-yl)methyl]benzyl }-6-oxo- 
l,6-dihydrop)aimidiQe-4-caiboxa^ 
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N<4-fluorobenzyl>5-h^^ 
yl)methyl]benzyl}-l,6-dity^ 

N-(4-fluorobenzyl^^ 
5 dihydropyrimidine-4K^oxamide; 

N-(4-fluarobenzyl)-5-hydtoxy-6^ 
yl)methyi]benzyl}-l,6-di^^ 

10 N^4-fluorobenzyl>5-hydroxy^^^ 

i 

dihydropyrimidtoe^4^arboxamide; 

N4-(4-fluorobenzyl>5-h^^ 
dihydropyrimidine-2,^^ 

15 

N^4-flu<^benzyl>5-hyd^ 
dihydropyrimidine-4^r^ 

* N-(4-fluorobenzyl)-5^^ 
20 dihydropyriimdine-^ 

N-(4-fluorobenzyl>*54iydroxy- 1 -methyl-2-(2-morpholin-4-ylethyl>6-oxo- 1 ,6- 
dihydropyrimidine^4-^rboxaiaide; 

25 2-(2;2-dimethoxyethyl>N^^ 

dihydropyriirddine-4-carboxaiiiide; 

2<23~dihydro-lH-indol-2-yl>^ 
dihydropyrimidine-4-carboxainide; 

30 

2-[2-(4-ben2»ylpiperazm- 
1 ,6-<lihydropyrijiiidin^^ 

2-[l-(N^-dimethylgl^ 
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oxo- 1 ,6;<Iihydropyriim^ 

N<4-fluorobenzyl)-5-h^^ 
oxo-l,6-dihydropyrimidin^^ 

5 

N<4-fluorobenzyl)-5-ty^ 

1 ,6-dihydmpyriinid^e-4^aiboxamide; 

N<4-fluorobenzyl>54iydrox^ 
10 6K)xo-l > 6-dihydtopyrimidine-4^art»oxamide; 

tert-butyl (2S,4R)-4-(benzyloxy>2-(4-{ [(4-fluorobenzyl)ajmno] wriwnyl}-54iydn>xy^ 
lHmethyl-6^xo-l,6^hydropyr^ 

15 tert-butyl (2S,4R>2-<4-{[(4-flu^^ 
oxcnl,6-dihydropyriButf^ 

2-[(2S,4R>4-(ben2ylox^^^ 
oxo-l,6-dihydropyrimidine-4^ 

20 

N-(4-fluorobenzyl>5^ 
1,6-dihydtopyrimidin^^ 

N-(4-fluorobenzyl)-5^^ 
25 methyl-6-oxo-l,6-dihydto^ 

2-[(2S,4RM-<lxmzyIoxyH-^ 
methyl^-oxo-l,6-dihydropyrim 

30 2-[(2S/tRH-ben2»yl-4-(b^ 
methyl^<>xcKl,6-dihydro^ 

241KNJWime%lg^ 
l-methyl-6-oxo-l,6-dihydn)^^ 
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2-(l-benzoyl-23^ydro^ 

oxo-1 ,6^hydropyrinridine-4^aiboxam 

5 N^4-fluoroben2^ 

dihydro4H-indol-2-ylj-l,6Hj^ 

tert-butyl 3-(4-{ [(4-fluorobenzyI)^^ 
dihydropyrimidin-2-yl)^methylpiperazin 

1Q 

NK4-fluorobenzyl)-5-hydroxy-l-methyl-2K4-me 
dihyckopyrimidfoe-4-caib^^ 

(+)-N<4-fluorobe^ 
15 dihydropyrimidine^ 

(-),NK4-fluorobenzy^^ 
dihydmpyrimidine-4^arboxamide 

20 2-(l^thyl-23-dmydro-lH-indol-2-yl)-N-(4-fluoro 
1 ,6-^iihydropyrimidine-4^aiboxamide; 

2-(l-benzoylpiperidin-2^ 
dihydropyrinridine-4K^iboxamide; 

25 

N-(4-fluorobenzyl^^ 

2-yl]- 1 ,6niihydbropyrimidine-4^ 

N^4-fluorobenzyl>5-hy^ 
30 yl>6K>xo-l,6Hdihydropy^^ 

2<l-benzoylpym>U^ 
dihydiopyriinidine-4-<^iboxaiDide; 
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N^4-fluorobeo^ 
2-yl]-l,6^ytopyrimidine-4<aibo 

N<4-fluorobenzyl^ 
5 dihydtopyrimidine-4-caiboxaim 

2^(2S/RM-(benzyto^^ 
fluorobenzyI)-5-hydrra^ 

10 2-[M(toethylaimno)-2^ 
1,6-dihydropyrimidin^ 

2-[(2S,4R)-l-benzoyl^ ".'.«., 
methyl-6^xo-l,6-dihy^ 

15 

N<4-fluorobenzyl)-5^ 
oxo-l,6Klihydropyrimi^ 

N<4-fluorotenzyl)-5-hy^ 
20 oxoHl,6-dihydropyriiiddine-4^arix) 

2-[l^^-dimethyl^ycyl)pyrroK(lin-2-yy 
oxo-l,6-dihydropyriinidine^^ 

25 2-{ H(6-bromopyridin-2-yI)c^ }-N-(4-fluoiobenzyl)-5-hydroxy- 
l-methyl-^xo-l,6-dihyd^ 

N<4-fluorobenzyl)-5^ 
dihydropyrimidine-4^aiboxamide; 

30 ' • " ' ■ 

2<l-benzoyl^methylpipera^ 

1,6-^ydropyrimicfine^^ ' . 

N<4-morobemy^ 
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tetxahy<toquinolin-2-ylH^ 

2^1-acetylpyixoUdin-2-y^^ 
dihydropyrinudine-4K:aiboxainide; 

241-(cyclopropylcarbo^^ 
oxo-l,6-dihydropyrimidin^^ 

N-(4~fluorobenzyl>^^^ 

1 ,6-<iihydropyrimidine-4^aiboxamide; 

N^4-fluc>robenzyl)-5^ydroxy--l-inethyl-2-{ l-[(4-methjdmorpholin-3- 
yl)caibonyl]pyiioUdin-^^^ 

* 

2-(lA<finiethylpipera^ 
dihydropyrimidine-4^iboxamide; 

N4Mluorobenzyl)-5-h^^ 
2-yi]-l,6-dihydropyiirm<fine-4-caAo 

2-[(2S/R>l-acetyl-4^ 
methyl-6-oxo-l,6-dihydropy^^ 

NK4~flu°robenzyl)^ 
dihydropyriinidine-4-caito 

2-{ l-[(ethylamino)ca^^ 
6<>xcHl,6-dihydropyriim(in 

N-(4-fluorobenzyl)-54iydroxy-l-methyl--2-{ l~[(l-melhyi-lH-imidazol-2- 
yl)caibonyl]pyirolidii^ 

2^(2S,4R)-l-acetyI^hydroxypyrroUdin-2-yl]-N^^ 
methyl-6-oxo-l,6-dity^ 
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2-[l-(anilinocarbonyl)pyro^ 
1 ,6-dihydropyrimid^ 

5 2K4^thyl-l-methy^ 
1,6-dihydropyrimidin^^ 

N<4-fluorobenzyl)-5-hydroxy- l-methyl-2-{ l-[(l-oxidopyridin-2- 
yl)cartK)nyl]pyrroUdi^^^ 

10 

N^4-fluorobeii^l)-5^ 
2-yl)-l,6-dihydtopyriim^ 

2-[(4R)-3-ac^-134taara^^ 
15 1 ,6^hydropyrimidin^ 

N<4-fluorobenzyl)^^ 
yl]-6^xo-l,6-dihydropyriim^ 

20 N^4-fluorobenzyl)-5-hydroxy-l^ 
dihydropyrimidine-4^arboxamide; 

N-[4-fluoro-2Kmethylsiilfonyl)benzyl]-5-hydroxy-l-m 
ylcart>onyl)pynoU^ 

25 

2Kl-acetylpyrrolidm-2-y^ 
methyl-6K>xo-l,6-dihydro^ 

2<3-acetyl-13-tiuazoBdiB-2^ 
30 dihydropyrimidine-4^arix)xarDide; 

2^MacetylammoH-me^^ 

1 ,6-dihydropyrimidinje-4-K^Aoxa 
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2Kl-acetylpyrrolic^ ' 
dihydropyrimidine-4K:arboxainide; 

2^4-acetyl-l-methylpipe^ 
5 1/S^Iihydiopyrii^ 

N^4-fluorobenzyl>54iy^^ 
ylcarbonyl)piperazin-2-yI]^^ 

10 2<l-acetylpyiroUdin-2-yl^^ 

dihydropyrimidine-4-carboxamide; 

N-(4-fluorobenzyl)-5-hydro^ 

methylethylH-methyl^ , 

15 

2-[14>enzoyl^(pyrazin-^^ 

1 -methyl-6-oxo- 1 ,6~dihydropyriinidine^-ca^ 

2-(4-benzoyl-l-methylpipe^^ 
20 l/>-dihydropyrimicBne^^ 

2-[4-<benzyloxyH-(pyrazm^^ 
hydroxy-l-methyl-6-oxo-l ,6-dihydropyrimidm 

25 2Kl-acetylpyrroBdin-2-y^^ 

dihydropyrimidine-4^arboxaiiride; 

2^1-acetylpyrroBdin-2-y^ 
dihydropyiiniidine-4^aiboxamid^ 

30 

Nl-[l-(4-{ [(4-fluorobenzyl)^^ 
dihydropyrimidin-^^^ 

2Kl-acelylpyrix>H^ 
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1,6-dihydropyrimidine^ 

2-[(2S)-l-acety]pyixoHd^ 
dihydropyrimidine-4K:aiboxainide; 

5 

N-(4-fluoroben2yl)-54iydrm^^ 

1- methyl-6^xo4,6-d^ 

N-[l-(4-{ [(4-fluorobenzyI)ammo]car^ 
10 dihydropyrinudin-2-yl)-l-methylethyl] 

2- [(2S,4S)-l-acetyl^fluoropy^ 

6-oxo-l ,6Kiihydropyrimiddne-4^ait)Oxaiiude^ § 

15 N^4-fluorobenzyl)-54iydroxy-l-meth)i-2-{ l-methyl^[(l-methyI-lH-imida2X)l-2-- 
yl)carbonyl]piperazm-2-yI }-6^xo4,6-d^ydiopyriiri^ 

N<4-fluorobenzyl>5-h^^ 

2-yl)carbonyl] amino }ethyl>6-oxo-l ,6-dihydiopyriinidine-4^ari)Oxaiiiide; 

20 

Nl-{l-[4^{[4-fluQro-2^methylsulfonyl)benzyl]amino}c^ 

methyl-6<>xo-l,6<Iihydropy^^ 

dimethylethanedianiide; 

25 2^4-acetyl-l£-dimethylp^ 
oxo-1 ,6-dihydropyriniidm^ 

N-(4-fluorobenzyl)^ 
ylcaibonyl)pyEroUdin^^ 

30 

N<4-fluorobenzyl)^^^ 
ylcart>onyl)pyiroUdm-2-yO 

N-(4-fluorobenzyl)-5-hydroxy-l-methyl-2-{ l-methyl-l-[(lH-pyrazol-5- 
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ylca*onyl)aimno]e^ ' 

2-[(2R,4R)-l-acetyl^metto^ 

methyl-6-oxo-l ,6KUhydropyrirDidine-4^rboxairdde; 

5 

2-{ l-[(dimethylanuno)(oxo)acety^^ 
methyl-6-oxo-l ,6-dihydropyrinridine-4-c^ 

N-{ l-[4-({ [4-fluoro-2<methylsuIfo^ 
10 6^xcnl,6-dihydropyrii^ 
carboxamide; 

2-[(2R^4RH-benzoyl^meto^^ 
methyl-6-oxo-l ,6-dihydropyriirridine^^ 

15 

N-(4-fluorobenzyl)-5-hyd^^ 
methyl-6^xo~l,6^1ihydropyriinidine 

2-[l,2-dimethyl-4-^ 
20 metbyl-6K)xo-l,6-dihydrop^ 

N<4-fluoiobenzyl)-5-hyd^^ 
methyl-6-oxo-l ,6-<Iihydropyrimidine-4K^ 

25 N^4-fluoiobenzyl)-5-hydroxy-l-methyl--2r-{ 14(methylsulfonyl)acetyl]pynoUdin-2- 
yl } -6-oxo-l ,6-<iihydropyrimidine-4^aiboxamide; 

2-[(2S>l-acetyM,4-diflu^^ 
6-oxo-l ,6-dihydiopyrimdme-4^^ 

30 

2-[(2R^4R>l-acetyl^thoxypym>Kdin"2-yl]-N-(4-fluoro 
xnetbyl-6H)XO-l,6Hiihydropyriinid^ 

2^(2SH>4^uoro-l-methylpyrrolidm^ 
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methyl^-oxo-l,6-dihydro^ 

N<23-<Kmetfaoxybenzyl>5-hydroxy-^ 
ylcaibonyI)pyrrottdin^ 

5 , . . 

NK4-fluorobenzy])-54iyd^^ 
yl(oxo)acetyl]amino}et^ 

2-{ (2R,4R)-l-[(dimethylamino)(oxo)acetyl]^methoxypyr^ 
1Q fluorobenzyI)-54iydrOT^^ 

2-[(2SM,4^uan)-l-(pyrazin-2-ylcaA 

hydroxy-l-methyl-^xo-1,6^ 1 

15 N^4-fluorobenzyl>54iy^^ 

[(methylsulfonyI)amino]pyrrolidin-2-yI }-^xo-l,6^hydropyrimidine-4- 
carboxamide; 

2^{ H(dimethylam^ 
20 methyWK)XO-l,6Klihydr^^ 

2-{(2R,4R)^thoxy-l-[(me%^^ 
fluorobenzyl)-54iydro^ 

25 2-[(2SM>4^uoro4-(py^ 

hydroxy-l-methyl-6-oxo-l ,6-^iihydropyiiiiridiiie-4^rboxaniicie; 

2-[(2SH,4-^uoro-l^yridin-2-ylcaitM^ 
hyd^xy4~methyl^^xo-l,6Kiihydn)pyriiiu 

30 

2-{(2SH-[(<toethylai^ 
fluoroben2^)-5^ydtoxy-^ 

N^4-fluorobenzyl)-5-hydroxy-l-methyl-2-{ l-[morphoIin^.yI(oxo)acetyI]pynoKdin- 
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2-yI }-6-oxo-l ,6KBhydropyrintidine-4^arbo 

2-{ (2S)4-[(diinethylajnino)(oxo)^^ } -N-(4-fiuorobenzyl>5- 

hydroxy-1 -methyI-6-oxo-l ,6^1ihydropyrimidine-4-carboxam 

5 

2-{ (2S>l-[(dimethylamino)(oxo)acety]]p)^Kdin-2-yl } -N<4-fluoro-2- 
methoxybenzyl)-5-hydroxy-l-methyl-6H3xo-l,6-dihydro 

NHl-(4-{[(4-fluorotenzyl)a^ 
10 dihydropyrimidin-2-ylH~ra^ 

24(2S)-l-acetylpym)lidin-2~yl]^^ 
6^xo-l,6-dihydn)pyrimidtae-4^arbo 

15 N^4-fluorobenzyl>2-[(^ 

6K)X(>l,6-dihydropyrimidiiie-4--carboxa 

2-{ (2S,4SH-[(dme%la^^ 
fluorobenzyl)-5-hydroxy-l-methyl-6^ 

20 

Nl-[l-(4-{ [(3^hloro^fluorobenzyl)amino]c^rbonyl }-5-hydroxy-l-methyI-6-oxo- 
1 ,6^hydropyrintidin-2-yl>l-methyl^ 

and phannaceutically acceptable salts thereof. 

25 

29. A pharmaceutical composition comprising a therapeutically 
effective amount of a compound according to claim 1, or a phannaceutically 
acceptable salt thereof, and a phannaceutically acceptable carrier. 

30 30. A method of inhibiting HIV integrase in a subject in need 

thereof which comprises administering to the subject a therapeutically effective 
amount of the compound according to claim 1 or a phannaceutically acceptable salt 
thereof. 
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31. A method for preventing or treating infection by HIV or fdr 
preventing, treating or delaying the onset of AIDS in a subject in need thereof which 
comprises administering to the subject a therapeutically effective amount of the 
compound according to claim 1 or a pharmaceutically acceptable salt thereof. ' 

5 

32. A pharmaceutical composition which comprises the product 
prepared by combining an effective amount of a compound according to claim 1, or a 
pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable carder. 

10 33. A combination useful for treating or preventing infection by 

HIV, or for preventing, treating or delaying the onset of AIDS, which is a 
therapeutically effective amount of a compound according to claim 1, or a 
pharmaceutically acceptable salt thereof, and a therapeutically effective amount of an 
an antiviral selected from the group consisting of EHV protease inhibitors, non- 
15 nucleoside HTV reverse transcriptase inhibitors and nucleoside HIV reverse 
transcriptase inhibitors. 
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